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^ji/)7$;i, [t; (n-^ww^^Tt-f^T^yi, .[*7 (sec- 
7*^;w 7x^7 7^;^] 75 7S, (tert-75 1 ;i/x;P77 : E-r;w 757* 
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^^7M7;wwx;P77 ; E-<;i/»ts^urc»i?SD, JM^Mica (5?^^ 

)^)V7 7^)V) 75 7X, (-7X^7^7 7 t'OW 75 7g, (X^;i/ 
j*3SH';Ul'77 : E'fJl') 75 7*. I>7 (n-7ntf;i/) X^77 ; &'fJH 75 
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^□7fJH, i/^D^VfM, y^DA+i/M, S/^DA^H, ~>7 
P^"7^;i/^ y^DA7f^M, v-7D^7x^;USs y^UA^t^l/S 



WO 2004/011440 PCT/JP2003/009610 

17 

5 So 

10 tlSo 

[¥)l-7°a] 

15 75 yym^rm^nx^xh^mm7)v^M^>m, mk7)v 

*)V**z/%M-)\&* (1SM7)V*)\'tti/*)V'$~)\') 72. SM, (fift 

)V) 75 /S, (fii»7J^;i/*;p#-;w i£^7;i/*;v75/s> ^;w^-r 
n^)W^j&. ^j{m7)V^M)m^)V7^j^ 

25 {M7;i/^;i/x;i/^n;^, il7M^JV*^7$/I> ^V7 7^^ 
; e/^7;i/^x;W7T : e-r;^ «7jww^7 7 ; e^M 1 * 
)vy7^)V7^ym, ^j\m.7)v^)V7,)vyr^-<)V) 75 (s^g 

!7MJV75;istf (^i7^M^7 7^^) (g^7;wi/75y 
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So 

[^;i/-^j3] 

mM J ?Tgm^tiTV^T i fcJ;^«7;^;!/^^S, m/WMt^^ 

(fi»r;Mr;w*;p#=;w fi»7;p+;i/75ys, yfiiTJ^JW^/tt-f 
iiS7m75;i, i?fi»7Wj^;w€<M+>'i, mw7)V*)iz 

15 I, X^7 7^^75yl, (i^iii7;WX^7 7€^JW 75/1, (i? 

-So 

25 i»7;i/^j^^;n, is7j^;ww-jhr^7j^^^ 
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mmmmtvxfc, &&& mum, v/ums&. mmmm&mom 

10 7 5 >>x^ y -;W7 5 >Jg, hUx^/-;P7$>^ ^D^7-r>^ n, 




-flga [i] -e^^nsfe^i 



20 §0 

1) tK#1R-?, 

2) a [A] 
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R 5 *«-iiifca:oT^yaift»fi!rr«. y«» -ch 2 -, -nr 6 -x«-o- 

mm-o ) T^$n§3~i ojt®raii3it£& 

3) ^;p-^o^&^s#^6^$n««ftat«b<tt^ [a] T-^sn 
10 § 3~ 1 0M©ltTOS^S^WbTViTfeJ:Vi^r;w^ xtt 



N^Y [B] 

(sS*, R 5 , Y^alt iJMBfclRlCT'&S. ) Til$ft& 3~6M(DJI&I£& 
15 HU R 1 ^R 2 ^|W|0t^7K^m?«»:^§^<h«/5:^. 

^ [a] T^snssxttss; [b] T?^$nsfifc*vix, >f)V-7 , afrz>u 

-f y^nWW^zjH, 7-feh+'>«, 7-feh75HS, ^V^uMM)]/ 
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->s, 7-t^*> «f vyptr;p*;w#=;p«, 7-feh*->*, ten-*??-*** 

-f V 7°P t!;PS^©{£M7;^;i/S ; n - 7u MM )\s#-)Vm. 

S,tert-^;i/^^;^x;i/»^0«7;wi/^^;^x;i/» ; 
>x;p*-;p^o<£»7JP^r;i'X;i/*x;i/S^Jiil$tis. 

wvm, i/?u7?-)i>m. v^p^>^;i^> v'^o^^s, tr n v*?>- 
20 3— r;ws> i-pwnfDU^-3-- r;ws, i-7-t^;nfnu^>-3- 

<f;Wk i-^atf^-n;i/t!o'j^>-3— r;i/S, l- Mv7u\tM)VT$ 
tf o u 3 — r;ws, l >x;i/jj>x;i/tf p u 3 — f ;v*, 

25 l-^^>X;i/*x;l/tf^U^>-3— f;i/S> rh7th'D77>-3- 
^ [B] T?^$nSA#»5ft3~10MOJil»K^Sl**SgStbTtt, 7 
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f;i/S> 3-tFD+ylfP'Jy>- 1 — Om. 3-[7-fe^;K^ 
9M 7^y]-tfnu^>- l—f^S, 3-[<v:/Plf;kft;i^x;i/ 

;v) 7^y]-bfDU^>-i—f;^ 3-[>*>?;;mnx;i, 7^ 
y]-¥wjv>-i-'()vm, 3- (-fv:/nif;kfr;^n;v75/) -trnu 
5 yy- i — -f tf^u> ? >- 1 jm.^n-^uy^ $y- 

^zt^uy^s.y-i-^frm. v^yvy-i-' ovs, 4-7-k^tf 

i , 4 -> ? 7-feV\'>- i -< ovm, w-^v >- i — ov&mtf&mznzo 

*#W^R 1 X«R 2 <hbT$f*b<^ ijcJtHK^ ^^;i/S> X^;i^ n- 
10 7u¥)Vm* ^V?U\Z)Vm. n-7^)im, -iV^)m, ievi-^)m, 

A-^)v^y^-)m. 2-tFn+yypifm 

2-hFD^>'-2-^^;i/yDfcf;i/^ 2-* h^->- 2-^)V^U 

15 i-x^;i/-2-kFn^i/-2-^5 1 ;V7 p otf;PS> 2, 2-v^)V- 

l-^y^Ptf;^ 2-tKP+y-l, 2-^^^;i/^nt!;l/S, 2-* 

M^-i, 2-^f;^DKM, 2-7^y-2-^^;^atf;v«, 2- 
kHD+yX^S, 1, 3-^^-3-t Kn^->y^;VS, 1, 3-5? 
^^-3-^ h^v^^s, 2- (^^>^M>75 K) x3^g, *b 

20 *~>x?Mi/S, sy^nynt!;^, s^nr/^pak yzu^y^jvm, yzu 
;\*y)vm. trpy>>>-3 — r;u^ i-*5P;nfp>j>>>-3 — r;i/S, 1- 
7-fe?;nf o u vy- 3 1 -yn bf^-x;nf a u s»- 3 — r;vs, 

1- «y^Da^M-;w trnu^>-3— ovm, i-*?yxjvx- 
;i/tfPU> ? >-3— yjpx, 1 - pWi/tM •}>>>- 4 --f;i/^ i-7-fe^;i/ 

25 tr^u^>-4— r;p*, f h5kHn75>-3- ova, i-;wm£du 
f>-4— r;nt, 6-(N-T-fe^;nfPU^>-2— r;w-^^;nt, (n- 

R^^R^^H^oT^tl^^t^Mftifell^; [B] T*H£ft 
3 3-1 0M©I&TO^S1i^SS^-r^ : b©tbT$f^b<^ 7-tf^ 
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tfaU5?>-l— VIM. 3-hHn^vtfDU^>- 1- 

-vvm, 3-[y-k^;i/ 7^y]-tfou> ? >-i— r^s, s-hv 

XJl/*-;i/ 75/]-tfDU> f >-l— 3- (-rv^Dtf^ 

5 -bfau^^-i— t!^u^>- 1 — urn. 2-t 

i) ?)i-7afr<E>fc%m^muisnzwmm3!iv<\tt ca] Tisn§3 

3) R 1 (X&R 2 ) (X&R 1 ) fr\ -1" 7 7 D tf;i/S, 

zst7u77-)m. zsZn^yj-jm, '>^n^yjH, N- 
^^;i/tfp'Jv>-3 — r;p*> N-7-fe^;nfnu>?>-3— r;i/», n-* 

;i/*;-;nfou^>-3— r;i/S^r;i- (-rv:/o£;^;p#-;i>) tfoiiv 

>- 3— i )vmfrZte%mftbwfciEnz>mmm-2nz>o 
20 jtisi^n^o 

l) ^^r#, 

25 2) 1 X« 2 Sitttf) 3-8 *©3r«^L < «8gJ»^^mS, 

3) i x« 2 gttt© 3-8 jtc^s&g l < mmmmmm, x« 
wTSsns i x« 2^14© 3 ~ 8^o)^mmmm&t bx\t, -m^m 



WO 2004/011440 PCT/JP2003/009610 

24 

jtifta&ts&jKttu vu-^MMk* eus»$M;wk 

^-^/-^v^;^ *r v+tfV-^-f^ak i, 2, 4-^^77- 
1, 3, 4-^u-^77~;^<;^ 1, 2, 4-hjtv- 
5 1, 2, 3-MJ7i/-;HM;i'^ i^y-^sMJuafc 5-* 

f7y-Jky^iH, -Y75P7\/-;WiM;VS, f7y7^/-^^J«, 

7^u^>5?-r;w«, */*-*j-u>sm;hi> ^yu>^;i/* v } />yj> 

15 tttt*lg££fti*U 7 9 JVV> 9 M)V& \*UW>*MM& MU 9 J>V 

j£&5fc3&g&3ft#U 1, 2-7x"l/>S, 1, 3-7x^l/>I, 1, 4- 
7i^I/>I, 2, 6-^-7^1/>S^WJ^$tl5o 
20 WT^Sft^ 1 Xte2gt&© 3-8 MOMfr&RiilSt**: bTfck — flfiO|gJ» 
«K*5!^S3S«*b, 1, 2-~>^D7 p oHl/>*, 1, 3-^D^l^>S, 
1. 3-v^P^>^l/>S, 1, 2-is?W\3risU>M, 1, 4-v^D^\ 

* -> 1/ >aw5j&««^*n*. 

WTS$n^^4 ] ©^^«mJI^^«m$nTViTt><i:V^^2~ 
25 4<3D7J^l/>*tLT«, ^^2 ~4 07;P^k>S4 J 0^m^®-^ 
Bfc*K : ?fCillft$nTV>T , b«fc^»*jii*U, -CH 2 CH 2 -> -CH 2 CH 2 
CH 2 -, -CH 2 CH (CH 3 ) -0-CH 2 ~, -O-CH (CH 3 ) - 
CH 2 CH 2 CH 2 CH 2 -WJi$n§. 



WO 2004/011440 PCT/JP2003/009610 

25 

m^o-m^mm^izm^tix^xh^m^M^v, -ch=ch- - 

CH=CH-CH 2 -, -CH a -CH=CH-£#0Jw£*l5. 

5 

2) 1 Xtt 2 Sift© 3-8 M<D^«^ L < 

3) 1 Xtt 2 3-8 MOltM^^S, X«* 

4) imtfo^mM^ jo^^m-? huas nxviT %> «fc ^mmm 2 - 4 ^ 
10 1)1x112 m&<D 3-8 l < m%mmmmm. 

2) 1 Xtt 2 m&<D 3-8 

3) ^m^(Dmmm^mmw^\zmmnT & ^mmw 2-4 <dt)v* v 

&]Wb 1 Xtt 2 Stt© 3-8 KDftM^MUlW* t < , fllfctf, 

15 rmommmmm^n, 
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Artbtft 

i) y^-y^ & zmmnz i < « 2 seu:<z>«&£&*r lt 

5 2) 0 frbfcZffif* £>3IiR£ft3 lltb<tt2 SEUKOB&S&WbT 

ftftfcte, 7xn;ps, rJ-y^Hk t!DU;i/S, yy;vs, ^x-;i/», -f£= 

vywjm. FTWfrm. y^ryy;^ w^jjh, 

^75?7!/U;i>S, tfU^-;i/*, tf^5^-;«, lfU55?nJl/J6, tfU^x 
JPS, -t>fu;vs> ^>*/75-J^ ^>y^x-;vs> "WAfs^/u 
^>y^i?-yu;i/S, ^>y-r y^-y-yu;^ ^>y^ryu;w 
& ^>y-ry^Tyu;p*> -f>yyy;i/*, yyx;i/S, ^yy;^, -fv 
15 *yy;Hfc yy^x;^ ^-y^u^-;^ *y*tJ-yx;us, *?-yu 
x;vg, '»yu-;p*» ^f'J-»i*^$n, $?£b<&, 7x-jv 
tfy^x;pg, tryssw*, tf^^n;^ ey^:i;i/*Stfl££sn 

So 

20 yona, e>yy^ h'j7Mo^^M, y h*^g, ih+yl« h>Jy 

(t^MJVtf-M s^^w^ww ;p 
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^^)V7,)vyr^)^ 7,)vyr^)W^/m. (^^jvxjvyy^ 
^WJ-;!^ ^y^ymmm^n, &r)B£L<},$y)U*n^ yu 

TJMfctfJfCfcL 7x-Jl/S, 4->^D^^7i-JH, 2-7;P:*D7x 
~>«, 3-7MD7x-jH, 4-7MD7x-;H, 3, 4— 77;l/;f 
10 D7x^JH, 2, 4-^7Mn7x-JH, 2-7DD7x-M, 3-^ 
dd7x-M, 4-^dd7xzM, 3 - h U yMUt^fry 

4- hU7;i/^D^^;i/7xn;^4-^ h^>7x-M,4-Ib^>7x 

3-7Mn-4-^h^>7x^H, 4-^7/7x^1/1, 4- 

(wj;) 7x-M, 4- (tf^^v^y) 7xzjh, ^T^y>-5- 
15 -f ^-7^i/>- 1 -^a^WcsnSo 

jM*wttt, 2-7;i/^otfu> J >-5--r;vs, 3-7;i/^-Dtru v>-6- 

2-^b^->tfU^>-5-<;l/S, 2-* h*->lfU5?>-6— ' r;wat» 2- 

20 ovm> 2-xh^tfu^>-6— r;i/^ 2-tru 

(3-hU7;i/^-p^?ji/) tru^>-6— r;n, 2—>t/hu> j >- 

5— f;i^ 2-tf^^n;i/S, 3-tfu^7-;i/S^«^^n§o 

Ar tbT$f*L<«7xXJl/S, 2-7;i/^n7x-;US, 3-7MD7x 
25 XJH, 4-7MD7x^S, 2-hU7;i/^o^^;U7x-;i/S> 3-h 
'j7MD^^7x-m 4- hU7;M-n;<3MW7x-Jl/a> 4-*b* 
J/7x-JH, 4-/^>^M->ll/7x-M, 3-7;^D-4-^ h^ris 
7xZJH, 3, 4-77M0 7x-;H, 2, 4-77JWa7x-)H, 
4-^DD7x-jH, 4- (^'Jy>-l-f;W 7x~;H, 4- 
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tfUv ? >-6—r;us, 2-tfU^^-;i/S> (2-HJ7 

*»M©-fc**fc*ViTJ4, 1) W£LTlXK*23ltt©3~8M©3?#J!&3' 
1 ) [ I - 1 ] 




[sS*, B\ B 2 , B 3 , R 1 * R 2 , R 3 , R 4 , W^tfArd flHEfcEET? 
15 2) HR£ [1-2] Tf^Snsft^*, 
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B 1 , B 2 , B\ R 1 , R 2 , R 3 , RWArH f&SBfcliO&T&S s . ] «tf 

5 *mmz&KT. ft«MtiTttPiT0t)©)!iii^n§ o 
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• 5-(4-7;i/tn7i-;v)-N-{2-KV^ni;;K^wW75>']-iH-^> 
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x-r a ^ v*-; w 6 m - 2 - tf u v 5 k > 

• 5-(4-7;^D7x^;i/)-N-{2-[-ryyaif;K^5 1 ;i/)75y3-iH-^> 
x-r s 6 ; w - 2 - tf 5 s> 5 F , 

• n- { 2 - m v 7° p tf ;M* 7 5 J 3 - 1 H-^>X-f 5 w-jv- 6 ;H - 

5 N-^)V~ 5 -[4- (hU7;^D^^;W 7I-JW-1, 2, 

• 3-(4->';l/^-O7a:n;i/)-N-{2-WV7 p Dlf;K^^;075y]-lH-^>' 

x-f5^/-;w6--r;w-i, 2, 4-^-^> ? 7 v /-;i/-5-*;v^-y-5 h\ 

• 6-(4-7;Vta7x-;W-N-{2-Wy^DWK^5 1 ;W75;]-lH-^> 

• N-{2-[l-7'fe5 i ;V-3-trDU^-;K^5 1 ;W7^/]-lH-^>X<5 

^/-;w6--r;w-5-(4-7;i/^-P7xn;i/)-2-tfu^>*;i/^iJ-^ h\ 

• n-{ 2 - [>r v 7 0 a tf;K* 7 5 / ] - 1 h-^ >x-r 5 6 --r ;w - 

15 • N-{2-[l -7"fe^;i/-3-tfaU>?-;i/(^^;075/]-lH-^>X<^ 
^/-;p-6-r;w-5-(4-7;^P7x-;!/)-2-if^^>*;v^W5 h\ 

• 5-(4-7;l/^P7xz:;i/)-N-{2-[-l'V7 , Ptf;K^^;W75/]-lH-^> 

x-r s 6 ;w - 2 - tr u 5 s? >* $ h . 

• 6-(4-7;^P7xn;w-N-{2-wv7 , Ptf;K^5 1 ;W75y]-iH-^> 

• 2-(4-7;w^P7xzi;w-N-{2-[-f v7'Pbf;K^^;W7$y]-iH-^> 
x-r 5 6 --r ;w - 5 - tf u 5 s?>#;v#%tf 5 h , 

• N— {2- M\r7*Uld)V i*^)V) 757] -lH-^>X-f5^7-Jk- 
6— f;W - 3- [4- (hU^JM-P^WW 7x"JH -1, 2, 

25 -y-> ? 7 % /-;i/- 5 b\ 

• n— {2- Hv7Ptf;w 7sy] - iH-^>x-f 5^v*-;v- 
6—r;w -1- [4- (hU7;i/^-P^^;w 7x-jw -1, 2, 4-hu 

• N— {2- \AV^U\L)V i^M 75 y] ~ 1H-^>X^5^/-;1/- 
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6— OW -5- [4- (h»J7;^D^^;i/) 7x-JW -1, 3, 4-** 

• N— {2- [-f V^Dtf;!/ 7S/1 - 1 H-^>X< SM-fr- 
6-^)1} -5-*^)V-l - [4- (HJ7;l^n^3Ml/) 7x-Jl/] - 1H- 

5 tf 4 -#jM^+f-5 b\ 

•n- {2- c-rvXatfji/ 7^/] -iH-^>x-rs^/-;i/- 

6— (M - 2- [4- (HJ^l^D*^) 7x^Jl/] -2H-Th7!/- 

• 6-(3-7Mn7x^;i/) -N- {2- [-f V7°ntr;M*5P;iO 75 7] - 

io iH-^>x-r5yyr-;i/-6— on .-3-tf»j^>*;v^^H, 
•n- {2- [-ryyntf;v 7^/] - lH-^Tr-r^.z-^- 
e-'r;!'} -5-7xn;p-5-tfu^> J >*;p^+>-= h> 

• 5- (4-7MD7x-;w -N- {2- orv7'Dt?;i/ 75/] - 
l-t^fr-i H-'OX-r^v*-;!/- 6 — r ;w - 2 - tr u 

15 U*5 h\ 

n- {2 - KV7*nfcr;v 75/] -ih-^>x^$^7-^-6- 

-flat rn xmznzit&mvmmjjm 
20 -asa; [ 1 ] T^sftMbfrwa, F«iA«OT^Mji75fe^3ii:ii^M^ 
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[3MVB 1 , B 2 > B 3 , R 1 , R 2 > R 3 , R 4 , WRt^Artt, flfflEfcHCT?* 

3c ] 

HRaS CI I] T**n*fl3^*tHR^ [III] TglSftS 

5 fls^tsjwft+^as^-rscifctiD-ia^: en m-ztiztt&to&tozb 

Sift, ^Stt»i«+Tfft)n» SIttttti^tf7t hn h U 
10 ;k Ift^fl/X ^UDW, f h7tFD77> TTHFJ £V> 

5o ) , 1, 4 (EAT, r$?**tf>J ) y^fMJPA 

7SF (B*T> TDMFJ £V>5<, ) , tfU5?>»Xr**©ffl*IWIW3e««** 

15 0!l*.fc£N, N' -^y^DA^i/JV*My^SF, 2-^dd-l, 

3M1/-2— fS^/U^A ^D^K N, N* -y-fy^n^l/M^y^ 

sh\ l- (s-^pwi^s/^oww -a-i^M^^H, i- 

SC - HC 1 J t^^o ) , '0 % /hU7*/-;i'- 1 -^M^->- h'JX- (5? 

20 ^^;i/75 ;)*x*^^7Mn*x7x- K^>y h u 7*/-;i>- 
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1 -4)Vtt?s- hU7>-t!0U> J y^X7i>r:^AA^7;i/^P*X7x-h, 

j?7x^H)^7j?h, l, i'-*;^=;^-f5^/-;K¥^**n*. 

5 b i ^;wis^j*;i/Wj^$n>#£ i/ < « i ^e^- i . 5 *e;w*j»t3n£. 
sj&i&gra, a&, -5ot:~ioowj^ti, $f*u<«-2 ot:~5 

ej&ism am, 3 o 7 h mtim^zn, m * u < & i p#p*i~ 2 4 p# 

10 — Ha tin •?m.-znz>%)Vi£>m\zR%.T> mi)v-$>WL<DR)&®mmfo 
t—mzti 1 1] •e«*n5^*issjs:sf5uiicioT'b-jiia[i] 

-«5£ [II] T?SSnS*;P^>»©S^ttSI«ft:i:UTtt, 09*.«»AP 

15 we ^^F^ciitiiij (Mmm&m. %mm^ 

ft, 1 9 8 3^) S^mtcMfcWfiRrtB-Cft*. 
-«5£ [II] T^$n5^0KADy>ttH -«5£ [II] TS£ 

-fta [in T«sn*fc^©E'&«***tt, HKa; [in 

5ft^ftfl!*4MJI©jfiri3clC«ev^||Atf b U >^©75 >©#&T, 

25 *PU H<S©©K«*;^>tt^aU ^fcS^*SJitK:<kt)»S2:t*iT 

hbsj [ii] rmznzfc&yKom&jLXTMts [in -essn 

-fSF, 1- (3-^W5/^dWW -3-xf;WM^5W 
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-f5h\ l-kKD*^>y*HJ7V*-;U (OT* THOBtj £Ia5„ ) « 
©N-kKD+Mfr&tt ; 4--hD7i;-;K 2, 4-^hD7i;-jK 

2, 4, 5-hij^DD7xy-;K ^>^^DD7x;-;i/f©7xy-M 

-fl£5£ [II] T£$nsfl;-&4&©i&tt7$ Htt, [II] TSl£tU> 

1, 1* -#;Hfc:;Hf* (2-^fH$^JW ^SJfrS-frSiliKJ: 
10 -fK [II] Tf^^nSfls^OSlSttSl^frOfiJffiStbTtt* - 

igs: [i 1 1] T^^ns^ti i ^Mzttv o . 5 WTbmmMWtfm^z 

;k fift^^l/X i'Dn^M, THF, DMF, k , U^>^Xtt-€-CDig'&» 

15 tf&ns. 

20 TKmb^hU^A, TfcttfcflUtfA, tf»^-hU«>A, iiHfc&y^A, ftR** 
&S0&JB*tLT«> ffiS, -M; [III] TS^tlS^^l 1 ^ncw 

fljjRsn, #su<tto. i~o. 5^;wt£t$*i5 0 
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ft, -jR5$ [II] T?*£*lSfl5£4frtt, MOfb^^tffltfSi, 
h (Sy n 1 e t t) 8 2 9H (2 0 0 0*f0 , • *7 • 

/j-f^h^^hij- (Journal of Medicinal C 
hemistry), 4 1i, 1 8 5 5K (1 9 9 8^) , 4 4#, 7 0 3 
JC (2 0 0 139 , ^DlM^X (Heterocycles), 3 5#, 
1 5 5 11 (1 9 9 4^) , i/>-£zsX (Synthesis), 6 0 9H (1 
9 7 559 , *\7-uiM&yytr • ^>XhU^- (Jour 

nal of Heterocyclic Chemistry), 32#, 1 
5 6 3H (1 9 9 559 fciE«<Z>#*£fcipi;Tgl3§JT5 Zthvimr&Z. 

X, [III] T?«*n*fl:^»tt, KTO^fefcck t) WfiRTIBT?*5. 
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HN' R1 



2-1: OsN^s^n R 1 

B 1 



[IV] 



B 2 ^V^N R 2 
[VI] 




B 2^y^N R 2 
B 1 

Ml] 





N R 1 2-3: BocK£/tt£ 

/>-N 



h «?~ r j 2_4: 

Boc-N.J^N R 1 D £®,R4-X 



2)BocS0^ii 




[VIII] 

[jS4<, Xtt, JUR, 3 93WSf©ADy>Rf, p- h^X>x;i/^5> 

B 3 , R\ R 2 RtfR 3 fcL itufB^CT&S. ] 
5 XU2-1 : 

civ] T^ns^^t-^ [v] Tasns^t^stt 

fi5 or~l 5 0t:fcT> 10#~4 8Pm » £L< ii 1 ~ 2 4f^K»« 
^l;j;D-te[VI]T'^WM^. M« ZIOEOSkt ^(sealed 
10 tube^Tfrdilt^T^S. 
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9^)V7,)vt^y^ (ot, tdmsoj <tv^ 0 ) , rtvymm^ti, 
cv] r^$ns^%0^ffi«<i:bT«, [iv] -msns 

5 ffr&ft 1 ^JHC** b 1-50 WJ^£ tl> ff*b<tt2~10 ^tfftHIS 

hks; [vi] f*sn5fli^«i4, #&n&Hes [vn 
«. x«T©xgK:fcvvcfeiwe&s. 

X@ 2 - 2 

[VI] Tf^$nsfl^©~bPg£jg7GU -JR^C [VII] Tr^ 
15 ■Zn&fc&Mt'tZo MTtJimZ, 0»J*.fe£WOO 2/4 0 0 1 9^K>yUy b 

\zmw.(Djjm&m^z-tmT^z> 0 [1 i n -mstisfc-a-tiK 

mR 4 =Ht^5tf, [VII] T?3*3n*fc£4fe£fc£. 

XS2 — 3 

-fl££[V I I ]T?g$n5ft^«iSW^oMl:J: D B o c&ffiffcLT, 
20 [VIII] T?^$n«ft^»t1-«. BocMttt ^»©#^ETT 

&§jBv>a££#>»jfnr&?K mti (boc) 2 cx n- t-^h^->*;^ 
-jPttv-f 5 y - 2 - 7x^;i/7-fe bz: h u ;k t-^;w n-^h$ 
25 >w;fr;w^-b££/Bv>SJ:£j^#5. 

boc tiM<omm*t uxtt, -«ss; [vii] T^$ns^% 1 ^wcst 
u 1 ~ 5 ^jwwffizn* ff*u<»i-i. 5^;i/*«it$i$n, x, ms©€ 
fflittm [vii] -r^^ti^^i^Hr^bo. 5-5^1/ 
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thf, dmf> \dVi?>mx\z*(om&mmm>mmznz>. 

XM2-4 

[viii] i&tstefowtii &Hm<Dmxt&n&VTEif6m& 

SJlfclCfcO— JK^C [I I I] T?t6$ns^'&4&*#«o ' 

hrsc [viii] nmzn%fc&®ti&m£& 

io iiS©M»(i:bT«, -j&iS [viii] TS^tis-fb^ l i 

ffl*<!:LT«, -figS; [VIII] T^$n^^l^E;H30#l~l 0^1/ 

. 

HRa [IV] T^SnSft^fttf/Xtt-jRA [V] T?&£n-5-ft£ 
25 «jg^563 

hisses 3 w# 3 ~ 8 mmmmmsmmmv&zt&z^mtmm. 
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R 3 _ R 3 ^N-N r1 

aN R 1 iiTC S^r-H P 1 PhOCOCI HN— h f >~N „ 

N R 2 R 2 bf'JxV 0 

o 

3 5 

R 3 r3 

[1-3] 

5 

G- 

tt, -jKSfc CI] +OW^^^3-8M©IiJTO^^^**Sb> Ph 
-ffi& [V I ] «£nSft^Kffiiit-6ft^tU£, HU2 - 2 fcipDT 

^iCJf&DT^J 7 n? h tf? 7 w -3?fc.fc t) SHUTS £ £ «fc t) 

[i-3] T^$n§^%t*r§^^T#So it^m±tLx^ tum 

Jl/'^iXh'J- (Journal of Medicinal Chemis 
15 try), 4 2 7 0 31 (2 0 0 0^) , fh7AHD> • V*?—X (T 
etrahedron Letters), 3 8#, 6359H(1997 30, 

n* 39^, 6i7i (199 sm mz^mo^mzmcrmm-^zith^ 
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a, 7^. y mourns imBoumm, ^jv^^jno^iixttt+vi 

^i/^M-M, xh+^>*M-JH< ^Ptf^^v-TJ^fc;^ tert- 
20 7u\Z)VM. tei\-7?)V£&<Dm.7)]s*)V&; HJ*3^>U;P*, tert- 

^;vs?^^;i/'>u;vs^©<SiS7JWW^u;vs ; * h+sowi'S, 2-* 
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-fV^ntf;^ tert-^;WS^©te»7;WWS; 2, 2, 2-HJ# 

'f >• t-^>y^ • -»ti/7 (Protective Groups in 
Organic Synthesis) , T. W. ^U-> (T. W. Gr ee 
ne)l, John Wiley & Sonsft (19 8 1^) #|] Xttf 

0.01 ^;i/75M*»J©m, ft&ls < « h U 7;V^a»m> X 
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j§, mtfa**!. mm. m Mr. 

aic« • tsw#. mmmm. k»w*. mmmw, mnm* 

6*1. mc^y. x>7>, 8gil-k;Ua-X, kHn^D 

fx xr7U>i , 7^^A> gst«^-rm. ffiM. ^>s>;v 



WO 2004/011440 PCT/JP2003/009610 

48 

ft£Jl#:£0~9 9. omm%, $?£b<«4 0~9 9. 0il%^t5^i 

0 1~2 Omg/kg*lHftBK:#»*T, X, *«Pft4©*&tt, 
0. 0 0 2-1 0mg/kgSl-ftiaiC^H-Ta!#*r*O3W*UV5. X, £ 

10 3>tffr— S/3>jgfe 

is *56w©^»*ixtt2a±0^ffl^trai^fcffiffl'r*»'&> m-(o 
WMt^m mmmwM t *mm\zmu\: vx% s n*m-©«»jos#, 2 > 
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_h!B r^^^j <h bT&, ?V>m (gl i tazones) [MX 

\fi/>fV?*J> (cigl itazone) , yjVtfVf/y (darglitazone) , X>^U^ 
10 "/> (englitazone) , -f+^U^/> (isagl itazone) (MCC-555)^] , M^V 
(piogl itazone) , Dx^U^./^ (rosigl itazone) , hD^U^V> 
(trogl itazone) , BRL49653, CLX-0921, 5-BTZD, GW-0207, LG-10064K LY-300512 
^<DP PAR r7^-X h ; 2)^ h*;P5 Xmet forming XbuforminK 
7x>*;P5> (phenformin) ^©E^7:W F#J ; 3) >^n^>*X 
15 7 PI#^J ; 4)7-feF'v* i « F> $u)V7urt* F, >>7lf*X 

(diabinese) , yj^>^^5 F (gl i bene 1 amide) , £f»J fc?i?F (glipizide) , 
^ U 7* U F (gl ybur i de) U ;* t! U F (gl imep i r i de) , ^ U 7 y F (gl i c 1 az i de) , 
^U^>^F (glipentide) , ^'J + F> (gliquidone) , y>JV75F 
(glisolamide) , h^lfS F, hJV^S hWM^^VT ; 5) W^'J 
20 -F (repaglinide) , :f-x^UxF (nateglinide) ^O^^U^-F 
(meglitinides) ^;6)7*;t'^— X (acarbose) , 7i?# ; s> (adiposine) , 
#5^U^-7s (camiglibose) , (emiglitate) , S^UI — ^ 

(miglitol) > ^^U#— 7, (voglibose) , y^v^^-Q (pradimicin-Q) , 
D-)V^^^> (salbostatin) , CKD-711, MDL-25, 673> MDL-73,945, M0R14 ^ 
25 <b a - ~y F h F □ * 7— if ;7)f>^^yh(t endami s t a t) , 
M^T^V (trestatin) , Al 3688 ^©a-75 7-if8&*giJ ; 8) 
UF (linogliride) , A — 4166 ^©-f >7s U >#^ii2!l ; 9) ^ U^i/)V 
(clomoxir),xh^v;Ketomoxir) momffimmmmM ; 10)5^U\A- 
;Kmidaglizole),-r-y-^U F-MisaglidoleKx U F-;Kderiglidole)> 
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^ ^/^rit> (idazoxan) % JLTU^y (earoxan) , 7;W\°n^Xf luparoxan) 
^<£>A2 7>7zfx7h ; 11) \Hk$ (biota),LP-100, J KvM F (novarapid) , 
insulin detemir, -f>X'J>U7°D (insulin lispro) , insulin glargine, <i 
>7s U >M®, L y s — P r o — < >X U >> GLP-1 (73-7) > GLP1 75 t* (7-36) 
5 ^<D^>xy>£fckH>XU>S*7Vy77 ; 12) JT-50L 7r;l'7*U* 
y-;Kfarglitazar)ll©^7yU ^>^> ; 1 3) MK-0767. CLX-0940, GW-1 536, 
GW-1929, GW-2433, KRP-297, L-796449* LR-90 Rtf SB219994 m<DP P AR a/ 

±12 rjgJ&jteteS8SJ turn #J;U£ 1)3^tU;WT5>, nUrtfx 
10 I' A (colesevelem) , 3l/X^#— ;i/ (colestipol) , ££x^X r»7>©S?7 
»75/7M^S#, nl/X^^/H (Coles t id »i&^) > 331/7 h 
(LoCholestg»iffi«) , *X7h^> (Questran SftA«) 
jt^ll ; 2)7b;W\*X^> (atorvastatin) , <^A^^5 1 > (itavastatin) , 
7;WtX^^> (fluvastatin) , P/tX^5 1 > (lovastatin) , 77A*77^> 
15 (pravastatin), UAX^Xrivastatinh DXAX^XrosuvastatinK 
'»AX*5 t > (simvastatin) , ZD- 4 5 2 2MMG- C o AMtlBMU 

mm ■, zmuG-coA^mmm ; 4)7^b-;i/x7-r;u> 

;K XT-n-;V7*;W3->h\ Xif^S^ (ezetimibe) $©3 l/XxD-^iRia 
; 5)7A5>5^ (avasimibe) , I7JVy5^ (eflucimibe) „ KY-505, SMP-709 
20 ^©T^nX^^AAnl/X^D-^r^l/^^PlWJ ; 6)JTT705, h 
)V±hyV7 (torcetrapib) , CP532632, BAY-63-2149, SC-591, SC-795 ^0C 

ETPmmn;i)7,^uu>^mmm^ %)7u7n-)\,<g(omt\m. 9)^7 

D7^7*9~K ^Xf7^7*5~K ~>7°P7^7*7-K 737^7*^-K 
Xh7^79— K 7i77^^7-h, S?x>#^Xgemcabene) , '7x>7^ 
25 ^D~7;i/ (gemfibrozil) , GW-7647, BM-170744, LY-518674, 7^7*'Jy^*SI 
S# [M^^ThDSK (AtromidSSiffiSO , DtfF (Lopidg»E§«) * HJ 
H-;KTricor^#^^)]#OPPARa7=fXXh ; 1 0) GW-4064. SR-1 03912 
^0DFXRl/-t77-7>73*X7b ; 1DGW3965, T9013137, XTCO-179628 m<D 
LXRl/"fe7°7-7^X7h ; 12) :M Tz/>m<DVt^u^ y&jmMn ; 
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13) v-y-yy^T-y^y^mmn ; u) s MJ^y-feu 

m&W ; 15)BARA1453, SC435, PHA384640, S-435, AZD7706 momftfltW&WM 
WM ; 16)GW501516, GW590735 #<Z)P P AR 6 7rf~X h ; 17) hU^U-feU F-p 
/£lfi*»l ; 18)LAB687, CP346086 ^©MTTPPl^J ; Wi&mWJ^O^ > 
5 ; 20>*#7W>X#*>'^--t?|fi§8J ; 21)lfiL/J«*Pl 

; 22)MK-591 m<D 5 - U#*^^— ifJSttfll* ffigftd ; W^tf 6 

±15 rjgjfiuBE^^j fcLTtt,#M.tf i)*nn^7y FX ^nnWF, 
^i7DD7it5H, kHD7;Vtnf7^H, -f F (indapamide) , 

10 kHn^DPfT^H^T^HJRi^^-H (bumetanide) , XiJ-^Ux y 
(ethacrynic acid) , 7nt$H, h)V^ H«S©;P— 75PU F, 

fu7At-1/>^(d^fu^a^> xtroy^^hx xtfi//>^®7;PF7. 

xP>7>^=fxXh*«©fUS35l; 2)T*fe^hn-;p (acebutolol) , 75V 
o-;k ^Vp— ;p (betaxolol) > ^M>Fp-;|/ (bevantolol) , kfy^D 
15 o-;Kbisoprolol)>#fc!>FP— ;Kbopindolol)»*;i/T-*D-;Kcarteolol)» 
*;i/^^P— ;i/ (carvedilol) , tU^nn-JI/ (celiprolol) , IXtP-JI/ 
(esmolol) , -f >r/n-;i/ (indenolol) ^ ^5r~7uu—)V (metaprolol) , 
^-FP-;Knadolol)^lf3pp— ;Knebivolol),^>^>P— ;Kpenbutolol), 
tf>FP-;k :/P/\VP-;k V^P-;K *-*ho— ;P (tertatolol) , 
20 ?'jyn-;v (tilisolol) , ^n-jl^ojJ - 7 F I/t'J ; 3) 
7AP^t!> (amlodipine) , 77X^t!> (aranidipine) , 7€;Ux^hf> 
(azelnidipine) , /l>l/~>?lf > (barnidipine) , ^~vfcf> (benidipine) , 
^yU^;i/(bepridil)>^;l/> J t!>(cinaldipine)^l/lf>'e>(clevidipine), 
> 5 ;i/^7ifA (diltiazem) % x*x^t!> (efonidipine) , 7iOi?H> 
25 (felodipine) , #P/15;i/ (gallopamil) , -T7.^> ? t!> (isradipine) , 7 
y-JMy (lacidipine) , US.)VWy (lemildipine) , UfriJ — 5?l£> 
(lercanidipine) „ x^;U> J tf> (nicardipine) , S^7xXtf> (nifedipine) * 
~)V*JrW> (nilvadipine) > x^^tf> (nimodepine) , xy;i/vtf> 
(nisoldipine) , "Fl/^tf^ (nitrendipine) , TXv'fcf^ (manidipine) . 
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(pranidipine) , njns.fr (verapamil) %$<Dt> )V : sV I*^ 1 ? > 
^D7*- ; 4)^rtVJ;K *7>yj;K i/7l¥7V)l (cilazapril) , 
x^^U;i/ (delapril) , X^-^^U;K 7*W7'U;i' (fosinopril) > <1 S 
P'>y^'J;K qBX^rv^UJKmoexipriD^^-yUJKquinapril), 
5 ^'J7yh (quinaprilat) , ^57°U;l/ (ramipril) , ^U>H^U;P 
(perindopril) , > Fn7°>J ;l/ (perindropri) , ^-^U^ (quanipril) , 
Xtf^yj;P (spirapril) * f;*^UiV (tenocapril) , h9>F^7"U;l/ 
(trandolapril) , ^x/^'JJV (zofenopril) ^©T^v^x^^i&iP 
SEfi^^^xV^HJ^y h (omapatrilat) , ft PtthV fr (cadoxatril) > 
10 X# H MUk h'j;Kfosidotril),1f>;ihU7^ h (sampatrilat) > 

AVE7688> ER4030 ^0*&X> F^T^^-iflSMJ ; 6)x s /"fe>^> 
(tezosentan) , A308165, YM62899 m<DX> Fir U >T>^rfxX h ; 7)tH7 
7>>X ^d-^x 5/+'>yJK -□^x;i/T;i/n-;i/^<DjfiiWi£3I^J ; 8) 
ft fr$y, xyoiJ-;i/^>, -ifr^fr^y. n+hrt^x ~7JWfr$ 

15 > (pratosartan) , ^ yU-Jl/^Xtasosartan) , "rfrS^fr^ > (telmisartan) > 
/WhH^X EXP-3137, FI6828K, RNH6270 ^©T>v ? ^X>>'> II WUM ; 
9)-^i?n— fr> 7Df;n-;k 7^X^n-;i^0a//37b*W-U>:7 
DyTJ- ; lO^^/^X >77k!^ (urapidil) , :7°7\A»> 7±Vy>* 
HJ-?7->X K*+rV~», 7-7bH^ -f>H^$>, WHIP164. XEN010 

20 ^©«17*D7A-;ll)07x^'>^> (lofexidine) > ^7*x>>> 
(tiamenidiEe) ^ W-^> (moxonidine) > U V*~i?> (rilmenidine) > 
t/TSOX (guanobenz) lOa 2 7^ b ; 12)7;UFXxD>M#J^ 

±|E r#flE*ili£j <hLTte> i^l)AD^> (paroxetine) > 7fr3rtt 
25 (fluoxetine) , 7i>7^75> (fenfluramine) , ^l/tf^lJ-S > 

(fluvoxamine) > h ^ U > (sertraline) , <i 5 >^<Z> 5 HT (-to 
bx» h^>7>#-^-M^J ; 2)GW320659> tv^SX 
(talsupram) , J S 7x>5»^©/^Xtf^7 U > b5>X#-*-Pl#£U ; 
3) "Jtt/OF (Sanofi Synthelabo) , SR-147778(Sanof i Synthelabo) , 
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BAY-65-2520 UU x;W , SLV-319 (V , ^©ffi USP5, 532, 237, USP4, 973, 587, 

USP5, 013, 837, USP5, 081, 122, USP5, 112, 820, USP5, 292, 736, USP5, 624, 941 , 
USP6, 028, 084, W096/33159, W098/33765, W098/43636, W098/43635, W001/09120, 
W001/96330, W098/31227, W098/41519, WO98/37061, WO00/10967, WOOO/10968, 
W097/29079, W099/02499, WOOl/58869, W002/076949, W001/64632, W001/64633, 
W001/64634, W003/006007, W003/007887 RtfEP-658546 \zm^it^^Otl>^ 
bV^HlS^^l (CB-l) 7>^^XhA>/t-77^h; 
4)W001/87355, W002/08250 ^^^^^^©^l/U >7>^=fXX b ; 5)3^ 
H, 3- (1 H-T^^/-;V-4— OV) ^UM)V N- (^>f-JW ts- 
K ^P^>^Dtfyb (clobenpropit) , 3— F7x>ynlfy h, -f 
^yo^v'7x>, GT2395, A331440, W002/15905 fcWa*ffr&«!K 0-[3-(lH--f 5 
^/_ 4 _^;| / )y n;1 y_;i / ]^-A^-h > ^^S;>^H3^#:T>^rfX 

7. h (Lazewska, D. et al., Pharmazie, 56:927-32 (2001), ^>^/7xy>i^ 
#(Sasse, A. et al., Arch. Pharm. (Weinheim) 334:45-52 (2001)), tiN-7x 
x;i/#— A^-MReidemeister, S. et al., Pharmazie, 55:83-6(2000)), ~7u 
*z/y x.>mmms&sse, A. et al., J. Med. Chem. . 43: 3335-43 (2000)) fOt 
X^5>(H3)7>^3f-7 > h/-r>A , -X7^f-Xh ; 6)T-226296(Takeda), 
SNAP-7941 (Synapt ic) , ^(Dm WO01/82925, W001/87834, W002/051809, W002/06245, 
W002/076929, WO02/076947, W002/04433, W002/51809, W002/083134, W002/094799, 
W003/004027 RtflftH 2001-226269 ^£lffl^©ft£^©MCH- 1 R7>^ 
-Xh;7)MCH-2 R7i^X h/7>*^XXh ;8)3-^D 
p_ 5 _ (1 _ ( 6 _ [ 2 - (5-X3M1/-4-* ^)V-^T s J-)^l-< )V) -X^M -4-* U X 

jUXfJK BIBP3226, BIB03304, LY-357897, CP-671906, GI-264879; ^£>fiiS 
USP6001836, WO96/14307, W001/23387, W099/51600, WO01/85690, W001/85098, 
W001/85173 W001/89528 C»*fl3^**ONPY 1 7>^rfxX h ; 
9)L-152804, GW-569180A, GW-594884A, GW-587081X, GW-548118X, FR235, 208, 
FR226928, FR240662, FR252384, 1229U91, GI-264879A, CGP71683A, LY-377897, 
LY366377, PD-160170, SR-120562A, SR-120819A, JCF-104, H409/22, ^<Dfi& 
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USP6.140.354, USP6.191.160, USP6. 258. 837, USP6. 313, 298, USP6. 337, 332, 
USP6.329.395 , USP340.683 , USP6. 326, 375 , USP6. 329, 395 , USP6, 337. 332 , 
USP6, 335, 345, EP-01010691, EP-01044970, W097/19682, WO97/20820, WO97/20821, 
W097/20822, W097/20823, W098/27063, W000/107409, W000/185714, W000/185730, 

5 WOOO/64880, W000/68197, WO00/69849, WO01/09120, WOOl/14376, W001/85714, 
W01/85730, W001/07409, W001/02379, W001/02379, WO01/23388, W001/23389, 
W001/44201, W001/62737, W001/62738, W001/09120, WO02/20488, W002/22592, 
W002/48152, W002/49648, W002/094789 R.Z$ Norman et al., J. Med. Chem. 
43:4288-4312 (2000) ^P8*O^W©NP Y 5 7>^^~X h ; 10)fcMfllft 

10 ^.l^y^XPEG-OB, Hoffman La Roche), #&X*tt~)\,\,'-f s ?y& 

m<OV^> ; 1DUSP5.552.524, USP5.552, 523, USP5, 552, 522, USP5, 521, 283, 
W096/23513, W096/23514, W096/23515, W096/23516, W096/23517, W096/23518, 
W096/23519XtXW096/23520 K:il^b'&W©V^>SI»# ; 12)^M7x> 

CRevexSMflOi 3-^b^>t;H^VX tD^X tJkhW>, 
15 WOOO/21509 ©BSft^CtKt'f F7 h ; 13)SB-334867A, 

#WO01/96302, W001/68609, WO02/51232, W002/51838 RtXW003/023561 KHwfc 

; 15)AR-R15849, GI-181771, JMV-180, A-71378, A-71623, SR-146131, 
ifi USP-5739106 \zmmt^mm(DaU^^h^^>A (CCK-A) ; 

20 16)GI-181771(Glaxo-SmithKline), SR146131 (Sanof i Synthelabo), 79¥>&^ 
H (butabindide) , PD170.292, PD149164( 7 r -fU 8 -) CNTF(ciliary 
neurotrophic factors) ; 17)axokine(Regeneron),^0#lWO94/O9134,WO98/22128, 
W099/4381 3 CNTF Bf*# ; 1 8) NN703, A+U" !✓ U > (hexar e 1 i n) , 

MK-0677, SM-130686, CP-424,391, L-692,429, L-163. 255, USP6358951, 7*U 

25 ##¥F/rffiJ§i## 2002/049196, ^ 2002/022637, W001/56592, WO02/32888 \ZM 
K<DfoG®G<Dft&*)V*>ftM&m73-Z h ; 19)BVT933,DPCA37215, IK264, 
PNU22394, WAY161503, R-1065, YM348, USP3, 914, 250, W002/36596, 

W002/48124, W002/10169, W001/66548, W002/44152, W002/51844, WOO 2/4045 6 Tk 
tf WO02/40457 KBjS©fc£*^®-feD h~ >V"fe7**- 2 C7:*-7. h ;20) ;* 
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7 J 3 )V=f- > 3 g##7 3 -X h- ; 21) CHIR86036 (Ch i ron) , ME-10142 . 
ME-10145(Melacure),^-©^W099/64002,WOOO/74679,W001/991752>W001/74844> 
W001/70708, W001/70337, W001/91752, WO02/059095, W002/059107, WO02/059108, 
W002/059117, WO02/12166, W002/11715, W002/12178, WO02/159O9, W002/068387, 
W002/068388, W002/067869, W003/007949 Rtf W003/009847 temmOfc&m^O 
;3J^>4S^7i-7 h;22)->7*r^5 XMeridia gmffiffl; 
/Reductil g#iS^)Rtf^©^ *t<Dt& USP4, 746, 680. USP4, 806, 570 , 
USP5, 436, 272 , 7 * U # #^iT ft 2002/0006964, W001/27068 Rtf 
WO01/62341 JC^0^S#:#(D^yT5>3MPl»J;23)x^^^x>7;l/ 
^SXdexfenfluramine) , 7^:tl^> (fluoxetine) , -^(D^USP6, 365, 633, 
WO01/27060 Si^WOOl/162341 \Zffl7*(D±U b — K> ; 24) W*=f 
>^^7°^ H 1 (glucagon-like peptidel) 7 h ;25) h * - h 

(Topiramate) (Topimax SSiSflO ;26) 7W h7 7-A^I) 57(phytopharm) (08 
;Lfc£, CP644, 673);27)T"fe^;i/C o A*;i/^^'>7— i?2 (ACC2) £S 
$J ; 28) AD9677/TAK677 (* 5 . CL-31 6, 243, SB41 8790, BRL-37344, 

L-796568, BMS-196085, BRL-35135A, CGP12177A, BTA-243, W427353, M/fcKU 
y (Trecadrine) , ZenecaD7114, SR59119A, ^©ffi USP5705515, USP5451677, 
W001/74782 Tk& W002/32897, Cfl^W® 0 7 H I^U >V-fe^- 3 73* 
-X b ; 29) >*7 U tu-)V7*/)V h y >X 7 x 5— £ 1 MJW ; 30) 
JV7* U "fe P— ^7 v'^ h 7 >7 7 x 5— £ 2 U^M ; 31) tDW— XCerulenin) , 
C75 *®»»*'&fce*5W:32)5 t *7'f U X $/7-fl/> 
(pentoxifylline) , -tf7*U^X h (zaprinast) , ->;t-x^7^ ;V (sildenafil) , 
7^1) / Xamrinone) , ^;WJ 7 Xiilrinone), -XI/^S. H (cilostamide) , 
Pk?7^A (rolipram) , RXSyu2.yXh (ci lomi last) fO^X^^f 
^-i£M#J;32)KB-2611(KaroBioBMS), ^0)m W002/15845, #H 2000-256190 
IZfflmOfc&^WC D< H*;i/ ; E>j8 7 3*37. h ;33)7^3>m* 
4- [ (E) -2- (5, 6, 7, 8-x h 7 k K n-5, 5, 8, 8-rh7^ 3MW2-^ 7 * U~)V) -1-7° 
n^n;W^>t,#i?(TTNPB), W^y-T^^^(retinoicacid), ^©ffi WO99/00123 
\z^(D^mm(Dy^< Z-yZB. (phytanic acid) ; 34)^1/^ h n >, 
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^•©ftMel Mar-Grasa, M. et al., Obesity Research, 9:202-9 (2001) £18^© 

h;36)BVT3498, BVT2733, -?-©flfi WOO 1/90091, W001/90090. WO01/90092 
&mm<D 11-/3 k h'n^XfD-f Hfk H u^fi — if 1 SBliF3!l ; 37) Xf7 U 
5 ;Pc oAm 1 fi*SI(stearoyl-CoA desaturase-1) ;38)-f 7CK '»^7 
7*U r* (isoleucine thiazolidide) , JV) >bToU5?H (valine pyrrol idide) , 
NVP-DPP728>AF237,P93/0KTSL225,TMC-2A/2B/2C,FE99901KP9310/K364,VIP0177, 

SDZ274-444. ^-©flfi W003/004498, W003/004496, EP1258476, W002/083128, 
WO02/062764,WO03/00O250,WO03/002530,WO03/O0253kWO03/002553,WO03/002593, 

10 W003/000180 Rtf WO03/000181 iciiwofls^WP©^^^;^^^— fe? iv 
; 39) =r h 7 1 F D U 7^^> (or 1 is t at/Xenical SftffiflO , Tr i tonWRl 339, 
RHC80267, U^X^^X tV1J-#:=-> (tea saponin) , ylW>^'J7x 
iJ^*X7x-b (diethylumbelliferyl phosphate) , FL-386, WAY-121898, 
Bay-N-3176, }V)79b> (valilactone) , xXx^Xesteracin), 

15 2b>A (ebelactoneA) , X.U?b>B (ebelactoneB) , RHC80267, 

1001/77094 . USP4, 598,089 , USP4, 452, 813 , USPS, 512, 565 . USP5, 391, 571 , 
USP5, 602, 151, USP4, 405, 644, USP4, 189, 438 fttf USP4, 242, 453 tzm&<Dft&m 
U A— If ®MM ; 39)||J»tt h 7 ^-BMWW ; 40) s?*;^**' V- h 

h 7 >*#-*M*»J;4l) Wn-X h 9 >Xtf-*-HS£iJ ;42) *X7i-h 

Stein*.* £ t\Z «fc 0 , fi|S5)M^t)oTMtt^I©fKXIiMl;tfflt 
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' otic mMM*mfx*%w&wm\zmw-?ztf, *5&m\*$mwwBMz 
mmmi 

• io N- {2- 7$/] -lH-^>X^B.yV-)V-6 

—oh -3- [4- (HJ7;M-p^;p) 7x~;)/] t°pa°>7s K omjt 

(1) 2-^7DP-6 hO^>X<5yy-;P (5. OOg) 

(5ml) IIt(:N-'fy^Dk°;V/^l'75> (2 0ml) £in*., it** 
1 3 O'CTl 5PmMUfc 0 £«£ft£P^ tKM^ Wmx^MZTmtti 
15 bfeo W^)i^Mn^7jcT^^ ^7K«^hU>7AiCT^bfe 0 111 

kt*i«u mmitG® o. 5 5g) 

'H-NMR (2 0 0MHz, CD 3 OD, <5ppm) : 1. 26 (6H, d, 
J = 6 . 6 H z ) , 4. 37 (1H, septet, J = 6. 6Hz), 7 . 2 
20 1 (1H, d, J = 8. 3Hz) , 7. 9 6-8. 0 5 (2H, m) . 

(2) mmmi- <i) -e#e>ft&N- {2- mv^o^ (pwu) 72.; 
] -6- - hn- iH-^>x-r (1. oog) (D*?;-)i (30 

ml) #$££2 O^TKStffc/^i^A-^Si (2 0 0mg) SrttI*., ^U. ftEE 

25 £6-75/-N- {2- [^V7°Ptf;V U^W 75/] -lH-W-f 
= ^/-M^nD*M (15ml) K:»#U HJx^;KT5> (1. 8m 
1) HK3- [4- (hU^l^P*? 1 ;!/) 7xz;H 7°Ptf^>^ ( 

9 3 0mg) £jJD;L MT2-^nn-l, 3 -^*3\H/- 2 -~f*^/Ux 
«7A ^P^-fH (2M i7DD*MM, 2. 6ml) £MTLfc 0 ^i&T 
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^>U*^7A^DTh^77^- (^^/--ll'/ffilX5 : ;i/=l/l 0) 
£T*SfiU X-x^T^bT^fl^tl (1. OOg) £#fc„ 
5 1 H — NMR (4 0 0MHz, DMSO-d6, <5ppm) : 1. 14 (6H, 
d, J = 6. 8Hz) , 2. 62 (2H, t, J = 7. 6Hz) , 2. 84 (3 
H, s) , 3. 00 (2H, t, J = 7. 6Hz) , 4. 42 (1H, m) , 6. 
96 (1H, d, J = 8. 4Hz) , 7. 01 ( 1 H, d, J = 8. 4Hz) , 
7. 48 (2H, d, J = 8. 1Hz) 7. 55 (1H, s) , 7. 64 (2H, 
10 d, 8. 1Hz) , 9. 6 9 (1H, s) . 

tern* 

N- (2- [2- (fcFP^rSoWV) -l-tfa5?XJH -1H-^>XW$ 

- 3- [4- (h'J7;^P^^) 7x^] yoA> 

15 (1) 6 -X^D- 2 -^DD^>X-f 5^7~ (5. OOg) ©7th-h 
>j;i/ (1 50ml) , 7-th> (50ml) MMmz4 -i?*7)l7$ J tfU V 
y (3 0 0mg) R^-tert-^;P5?*-#*-h (6. 0 g) 

<fcifei§M& MEE«J»L«BflS^»©«^* (5. 5 0g) 
20 (2) HHF02- (1) T#5>nfc tert-^^ 2-^DD-5-^hO-l 
H-^DD^>X-f5yy*-;P-l-*JV^^U-h.tert-7^;l/ 2-^D 
a- 6 -"ha- l H-$nn^>X^ s.yV—ll- l -%)V#3r~>U—hM& 
m (4 0 0mg) (Di?t*D-> (3 0ml) tttttttClftNt* U (7 4 0mg 

) i2-tHD*^^;i/t!nu^>ittW[ (i. 0 9g) £in;t> 1 5^Rgjn 

®fb-&ito (3 0 Omg) *mco 

'H-NMR (4 0 0MHz, DMSO-d6, 6 p pm) : 1. 91-2. 0 
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7 (4H, m) , 3. 44-3. 6 0 (4H, m) , 4. 0 0-4. 0 5 ( 1 H, 
m), 5. 08 (1H, s), 7. 22 (1H, d, 3 = 7. 8 Hz) , 7. 8 
3-7. 9 2 (2H, m) . 

(3) mMM2- (2) T?#£>ftfc2- [2- (fc Fn+SoWW — 1 — tfD 
5 - 6 h D - 1 H-^>X-f 5yy-J^fflV\ H»J1- (2) £ 

1H-NMR (4 0 0 MHz, CDC 1 3, fippra) : 1. 6 0-1. 7 0 ( 
1H, m) , 1. 90-2. 0 0 (2H, m) , 2. 02-2. 15 (1H, m 
) , 2. 64 (2H, t, 1=7. 2Hz) , 3. 10 (2H, t, J = 7. 2 
10 Hz) , 3. 44-3. 68 (3H, m), 3. 73-3. 80 (1H, m), 
3. 9 3-4. 0 2 (1H, m) , 6. 82 (1H, d, J = 8. 0Hz) , 6. 
98 (1H, d, J = 8. 0Hz) , 7. 34 (2H, d, J = 8. 0Hz) , 
7. 5 2 (3H, d, J = 8. 0Hz) . 

$mm 3 

15 4- (4-7Mn7xZJt/) — N— {2- \AV?U\L)\, {*<?)V) 757] 

- iH-^>x-r $^/~;i/-6--f;w -l-g^us^ft^afrfrfrs b ass* 

la 

(1) 5HJMU- (i) T#^tifcN- {2- [-rv^Dtf;i/ 757 

] -6-^fn-lH-^>X-f5^/-^ (2 8 0mg) ©rb7kHD77 
20 > (5ml) ^fc4-^^;WT^y t!Uv J > (1 7 6mg) „ S?-tert-^ 
•;io?;*J-#*- h (3 9 lmg) £in*.> iaftTf3. 5PfP B TO£bfc. *&SnA» 

25 uM)v (*?)V> 757] -5--hP- iH-^nn^>x-r5^;-jv-i 

-#;M^>I/-K tert-^;w n- {2- vXn tf;i, <*3\>W 75 7 
(4 2 9mg) 

(2) #5ttfc tert-y^;i/ N- {2- [•< 77°n tUl' (^)V) 7573 - 
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5--hD- W-truwOTM SM-fr- l-XAttisls-b* tert- 

-f^)V n— {2- [-ry^ntf;i/ (;wu) 757] -6-xha- ih-# 

□ D^>X-f ^y7-Jl/- l-*M^>WM^i (4 2 9mg) 

-Jl/ (5ml) »«fc2 0X*IMIS/^m-R* (15 0mg) £JD*-, ^ 

Lfc. iSn&ISSi'DD^ (5ml) fciffi&U tfU^> (0. 29m 
1) MT7i^DD*JM-h (0. 3 0ml) SflTFbfc. ^ 

2&T*4 0#Jf£N£> SJSttfc«f»lj«**^ h U tfATR^&in*., 1^X9^1/ 

10 W«0£MET*»«, l#^cM^>U^W7A^D7h^77^- ( 
^>/»»IfJV=3/7) fcTttfiU tert-^;V 2- WV7uld)l 
75 7] -5- [ (7x;^'>*MzjW 75/] - 1H-^>X 
-f>^/-JV-l-*Jl/^>V-h, tert-y^;V 2- C-fV^Dtf;i/ (*^ 
;W 757] -6- [ (7i;^^M-^) 757] -1H-^>X<5^ 
15 \7-;i/- 1 -*;^*^l^-hfi^* (4 3 Omg) 

(3) tert-y^^ 2- KV7°nbf;i/ t>WW 757] -5- [ 

(7x/^^*ji'») 757] - 1 H-^>x-r 5^y-;i/- l-tDVtf* 

S^-K tert-^;i/ 2- Wy^Ptf^ (*?)V) 75 7] - 6- [ (7x 

y^ij^=.M 757] -iH-^>x-f 5^/~ju- i-*;u#^->w— 

20 h0g£* (15 7mg) ©^DO*;WA (3ml) »jfcfc:4- (4-7)V*U 
7xZJV) tf^U5?>ifiBfc& (7 6mg) , hUX^75> (0. 16ml) 

Sim*., 6 0 , ct?i. 5«iPiibfco TK&Hn^L, ^dd^v 

tco %®m*MmTmm^ #5nfc»»*7'w^f^7*TLc 

25 »»X^=l/9) ttillfc. #&nfc^»*bU7;i/*n»K (2m 
1) «3?U lP#Mift#bfc. gJ&JftK: 4 N - N a OK^mm^iH^TJVtl u 

MJ£AfcTte*bfc. W*»B£«JBET«»^ 7l/A7f>f7TLC (7^7 
-j|//^DDMA=l/9) ICTSilil^ft (llmg) £#fc. 
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1H-NMR (300 MHz, CDC 1 3, <5ppm) : 0. 9 5-1. 11 ( 
6H, m) , 1. 49-1. 71 (2H, m) , 1. 73-1. 91 (2H, m 
), 1. 73-1. 91 (2H, m) , 2. 57-2. 73 (1H, m) , 2. 
76 (3H, s) , 2. 77-3. 01 (2H, m) , 4. 2 0-4. 44 (3 
5 H, m), 6. 73-6. 88 ( 1 H, m) , 6. 87-7. 15 ( 5 H, m) , 
7. 19-7 21 ( 1 H, m) , 7. 28-7. 48 (1H, br. s). 

mmm4 

N- 12 - MVfu&V 75 7] -1H-^>^S^;-JK6 

z^LM -n-^jp-5- [4- {±2l2M^±M 7xn;i/l -1,2, 

(1) mmmi- (2) -r#e>nrc6-75 7-N- {2- [-rvyotf^ 

5MI/) 757] - lH-^VX'fS^y- ^ (3 4 Omg) ©fb7kFn77 
> (12ml) »b'JX^75> (0. 52ml), 4-^7^757 
t£Ui>> (149mg) , S^-tert-^;^*— h (5 8 7mg) Srinx. 
15 , Mtl 5P#ig»#b&. **iH*., gmxeM/fcTlftffiU W$JP£M& 

1) KTttfiU tert-y^P 5- [ tt-7h*?5't})Vtf=.)V) 75 7] -2 

- [-rv^afcf;i/ <*^;w 75/] - 1 H-^>X-f5^/-;u- 1 

20 *~>I/-K tert-^W 6- [ ( t -7h*3/;fr;W?-;W 757] -2- [ 

-fv^Ptr;i/ (pww 757] -iH-^>X-f s^A- ;!>- i-#;w$*5/ 

(2 6 8mg) %Wco 

(2) *§S*a& tert-^;V 5- [ U-7h*z/%)V-$-)V) 75 7] -2 

- [-ryypt°;i/ 75 7] - ih-^>X-<5^V-;v- 1 

25 ^>w-k ut\-7?)V 6- [ (t-^h*^*;w#-;w 757] -2 - [ 
-fv^Pt!^ 757] -ih-^>x^5*v-;1/-i-#;m^> 

U-h<DM^% (2 6 8mg) O^^^MJVA75 H (6. 6ml) Jgifcfc, 
Mc^Ta^-fb^^ (0. 4 3ml) , *3H^hUt7A (6 0%$Pi£; 149 

mg) tin*., 2B#H»#Lfc. *£Jd3., imx^ncTatai/, #M«I6 
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Sib tert-^;!/ 5- [ ( t -7h*z/*)l$-)V) (*?)V) 75 7] -2 

- wvfuMfy 75/] -iH-^>x-f l-fl-M* 
] -2- Kv^ntr;!/ (^ww 75/] -ih-^>7M*5^/-;w- 1 - 

(2 0 7mg) 

(3) #*>nfc tert-^V 5- [ ( t -:7b*s/*;w$x;w (7?mw 7 

57] -2- WV^DWV U5P;U) 757] - 1H-^>X-T5^/-;U- 
10 l-#;W?*>'l'-K tert-^;i/ 6- [ (t-^h*i/*;P#-;W (79 1 

;w 757] -2- [<yyptr;v (73M» 757] -ih-^>x-T5^v 

-)\,-l-t})\,#*i/U-h<DM&y>l (2 0 7mg) & HJ ^l^nftflfc (2m 
1) fc»*U 3. 5P#IHMt#.Lfc. «^4N-NaOH7K« : £inX7;l' 

15 ft*hU#£fcTft*U Hb^4H (1 1 7mg) £#fc 0 #e>n&75>fc (6 
lmg) ft$?;WHfc;Ws>75 F (2. 5ml) fci&#U (6 1m 

g) , WSC-HC1 (6 7mg) * HOB t • l7jc$n$l (4 7 mg) , ft0bK$ 

^hj^a (7 9mg) Sfpi5«fra»»i/fc. 7jc»^-, @^mx^ 
20 wmsttsrattfe ^7t^tlc (**/-;i//*no*;i,A=i 

/9) fcT»«U ^S^^ft (3 4mg) Sfcfc. 

1H-NMR (300 MHz, DMSO-d6, <5 p pm) : 1. 11 (6H, 
d, J = 6. 9Hz) , 2. 29 (3H, s) , 3. 45 (3H, s) , 4. 4 
1 ( 1 H, septet, J = 6. 9Hz), 6. 75-6. 88 ( 1 H, m) , 
25 6. 9 7-7. 0 7 ( 1 H, m) , 7. 12 (1H, s) , 7. 8 8 (2H, d, 
J = 8. 4Hz) , 8. 05 (2H, d, J = 8. 4Hz) . 
^T©H»J5-49«, -SWUm- (2) TfflV>&3- [4- (MJ 
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_^ Jt/1 - 3 - [5- (yyymu*3-)V) -2-bTU^~;i/l 7da>7S 

5 1H-NMR (3 0 0MHz, DMSO-d6, 6 p pm) : 1. 24 (6H, 
d, J=6. 6Hz) , 2. 85 (2H, t, J = 7. 3Hz) , 3. 03 (3 
H, s), 3. 18 (2H, t, J = 7. 3Hz), 4. 33 (1H, m), 7. 
28 (1H, d, J = 8. 7Hz), 7. 36 (1H, d, J = 8. 7Hz) , 
7. 59 (1H, d, J = 8. 3Hz) , 7. 90 ( 1 H, brs) , 8. 14 
10 (1H, d, J = 8. 3Hz) , 8. 88 (1H, s) , 10. 30 ( 1 H, s 
) . 

mm 6 

*)V) 7 $ J ] - 1 H-^ yX± ^ ££zJk: 6 zd 2k> - 2 
-{[5-(hU7;i/^-p/^;i/)-2-tfu^n;i/i^MT-fehy$ K 

15 *H — NMR (4 0 0MHz, DMSO-d6, 6 p pm) : 1. 20 (6H, 
d, J = 6. 8Hz) , 3. 17 (3H, s) , 4. 40-4. 43 ( 1 H, m 
) , 4. 98 (2H, s) , 7. 00-7. 16 (3H, m) , 7. 31-7. 
42 (1H, m), 8. 05-8. 12 ( 1 H, m) , 8. 55 (1H, s), 
9.9 0 (3H, s) , 11. 0 3 (1H, s) . 

20 mmm 7 

N— (2- H-y^abT^ 7$/] -lH-^>XW5^/-;i/-6 

_3- [6 - (hVyiVj-utT-M -3-fcfU^n;!/] 7p/^>75 

Ji 

1H-NMR (3 0 0MHz, CD30D, 6 p pm) : 1. 24 (6H, d, 
25 J = 6. 6Hz) , 2. 73 (2H, t, J = 7. 3Hz) , 2. 93 (3H, 
d) , 3. 13 (2H, t, J = 7. 3Hz) , 4. 47 ( 1 H, m) , 6. 9 
7 (1H, d, J = 8. 5Hz), 7. 10 (1H, d, J = 8. 5Hz), 7. 
51 (1H, s), 7. 73 (1H, d, J = 8. 0Hz), 7. 94 (1H, 
d, J = 8. 0Hz) ,8.63 (1H, s) . 
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(E) — N— (2- {*7)V) 75/3 -lH-^>X-f$^/ 

-3- (l-fr^y-l, 3-ybHD-2-^/77>- 
R-^Jb) -2-^P^>75 F 
5 J H-NMR (4 0 0 MHz, DMSO-d 6, fippm) : 1. 13 (6H, 
d, J = 6. 8Hz), 3. 29 (3H, s) , 4. 41 (1H, septet, 
J = 6. 8Hz) , 5. 44 (2H, s) , 6. 98-7. 15 (3H, m) , 
7 . 60-7. 90 (5H, m) . 

mmm9 

io n- {2- [ivypHjk (2i£ik) 7$y] - iH-^>x-r^^y-;i/-6 

-3 - (4-^h^>7x^l/) 7 P PA>T$ F 
1 H — NMR (4 0 0MHz, DMSO-d6, fippm) : 1. 20 (6H, 
d, J = 6. 8Hz) , 2. 50 (2H, t, J = 7. 2Hz) , 3. 00 (2 
H, t, J = 7. 2Hz) , 3. 28 (3H, s) , 4. 41 (1H, sept 
15 et, J = 6. 8Hz), 6. 81 (2H, d, J = 5. 2Hz), 6. 91- 
6. 98 (2H, m) , 7. 14 (2H, d, J = 5. 2Hz) , 7. 63 (1 
H, s) , 9. 6 3 (1H, s) . 

mnm 1 o 

N- 12- [IVL^PgJk OL^ik) 7$/] -lH-^>XV5^/-;i/-6 
20 — OH -3- [3-7)1^-4-* h^^7xr.;i/] 7p^>75F 

X H — NMR (4 0 0MHz, DMSO-d6, fippm) : 1. 13 (6H, 
d, J = 6. 4Hz) , 3. 28 (3H, s) , 3. 86 (3H, s) , 4. 4 
1 (1H, septet, J = 6. 4Hz), 6. 69 (1H, d, J = l 4. 
8Hz), 7. 02-7. 21 (3H, m), 7. 45 (1H, d, J = 14. 
25 8Hz) 7. 42-7. 61 (3H, m). 

mum 1 1 

4- (2-7;^a-4-fc?u^;v) -N- {2- [>rvXatf;w 

75 7] -lH-^>X^5£V~-;i/-6 — jM ^>X75F 

1 H — NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 27 (6H, 
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d, J = 6. 4Hz) , 3. 03 (3H, s) , 4. 21 (1H, m) , 7 . 3 
7 (1H, d, J = 8. 7Hz), 7. 58 (1H, b r d, J = 8. 7Hz), 

7. 65 (1H, brs), 7. 80 ( 1 H, m) , 8. 08 ( 5 H, m) , 8. 
36 (1H, d, J = 5. 3Hz), 10. 51 (1H, s). 

mm 1 2 

4- (4-7-;^p-3-ifU^;w) -N- {2- H-y^abf;!/ OL£ik) 
r$yi -ih-^>x-<5^/-;i/-6— f;H 

1H-NMR (3 0 0MHz, CD 3 OD, <5ppm) : 1. 26 (6H, d, 
J = 6. 6Hz) , 2. 96 (3H, s) , 4. 41 (1H, m) , 6. 92 ( 
1H, s) , 7. 19 (3H, m), 7. 80 (2H, d, J = 8. 3Hz), 

8. 06 (2H, d, J = 8. 3Hz) , 8. 27 ( 1 H, ddd, J = 8. 0, 
8. 0, 2. 7Hz) , 8. 53 (1H, d, J = 2. 7Hz) . 

mmm 1 3 

N _ {2- Kv^n^ (*?)V) r^y] -ih-^>xv$^i/-;u-6 

■zdM -4- (2-tfU$v~^) c<>X7Al 

1H-NMR (4 0 0 MHz, CDC 1 3, <5 p pm) : 1. 0 7 (6H, d, 
J = 6. 8Hz) , 2. 81 (3H, s) , 4. 2 6-4. 42 (1H, m) , 

7. 03 (1H, brd, J = 8. 4Hz) , 7. 12 (1H, brd, J = 8. 
4Hz), 7. 20 (1H, dd, J1 = J2 = 4. 8Hz), 7. 57 (1H, 
brs) , 8. 01 (2H, d, J = 8. 0Hz) , 8. 48 (2H, d, J = 

8. 0Hz) , 8. 71 (1H, brs) , 8. 7 9 (2H, d, J=4. 8H 
z) . 

mmm 1 4 

4— >»P^->;V-N- {2- KVypHJl/ {*±M 7^7] -ih-^ 

>x-r$^/-Ji/-6-^;w ^>X7$H 

1H-NMR (300 MHz, CDC 1 3, 6 p pm) :0. 98-1. 17 ( 
6H, m) , 1. 2 3-1. 5 2 (4H, m) , 1. 6 7- 1. 9 5 (6H, m 
) , 2. 4 2-2. 6 3 (1H, m) , 2. 80 (3H, s) , 4. 28-4. 
44 ( 1 H, m) , 6. 87-7. 04 ( 1 H, m) , 7. 03-7. 17 (1 
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H, m) , 7. 15-7. 3 2 (2H, m) , 7. 4 9-7. 6 2 (1H, m) . 
7. 7 4-7. 8 8 (2H, m) , 8. 2 6-8. 4 3 (1H, m) . 

mmm 1 5 

N- {2- KV7°Dbf;l/ j££M 7^/] - 1 H-^>XV 6 
—OH -4- (6-^h^-2-tf'J^n;w) ^>X75 K 
1H-NMR (4 0 0 MHz, CDC 1 3, 5 ppm) : 1. 0 8 (6H, d, 
J = 6. 4Hz) , 2. 81 (3H, s) , 4. 01 (3H, s) , 4. 36- 
4. 43 (1H, m) , 6. 70 ( 1 H, d, J = 8. 4Hz) , 7. 02 (1 
H, brd, J = 8. 0Hz) , 7. 13 (1H, d, J = 8. 4Hz) , 7. 
34 (1H, d, J = 7. 2Hz) , 7. 5 9-7. 6 3 (2H, m) , 7 . 9 
8 (2H, d, J = 8. 4Hz) , 8. 0 9 (2H, d, J = 8. 4Hz) , 8. 
5 6 (1H, b r s) . 

N- {2- 75/] -lH-^>X-T^/-^-6 

-4j\A -4-^;^u/^>X7s H 

1H-NMR (3 0 0MHz, DMSO-d6, fippra) : 1. 15 (6H, 
d, J = 6. 6Hz) , 2. 86 (3H, s) , 3. 18-3. 32 (4H, m 
), 3. 68-3. 81 (4H, m), 4. 44 (1H, septet, J = 6. 
6Hz) , 6. 95-7. 13 (1H, m) , 7. 01 (2H, d, J = 8. 7 
Hz) , 6. 95-7. 13 (1H, m) , 7. 77 (2H, d, J = 8. 7H 
z), 9. 68-9. 7 8 ( 1 H, m) , 10. 96-11. 01 ( 1 H, m) . 

mmm 1 7 

N _ {2 _ j±22E&k 75/1 -ih-^>x^$^/-;w-6 

-4- (S-*V**s-Z-W)*J~)V) ^>X7BJi 
1H-NMR (40 0MHz, CD 3 OD, (5ppm) : 1. 25 (6H, d, 
J = 6. 4Hz) , 2. 95 (3H, s) , 3. 94 (3H, s) , 4. 32- 
4. 43 (1H, m), 6. 86 (1H, d, J = 9. 6Hz), 7. 15-7. 
21 (2H, m) , 7. 6 7- 7. 6 9 (3H, m) , 7. 9 3- 7. 9 9 (3 
H, m) ,8.41 (1H, d, J = l. 6Hz) . 
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mmm 1 8 

N- (2 - MV7n¥)l (*?)V) 7$^] -lH-^>XV$^/-JP-6 

-4-tf^'J>^>X75 H 
1H-NMR (300 MHz, CDC 1 3, fippm) : 1. 17 (6H, d, 
5 J = 6. 6Hz) , 1. 5 7- 1. 7 8 (6H, m) , 2. 88 (3H, s) , 
3. 26-3. 34 ( 2 H, m) , 4. 45 (1H, septet, J = 6. 6 
Hz) , 6. 92 (2H, d, J = 9. OHz) , 6. 8 8-7. 0 5 (1H, 
m)., 7. 19-7. 24 (1H, m) , 7. 79 (2H, d, J = 9. OHz 
), 7. 86 (1H, br. s). 

io mm 1 9 

n— (2- Kv^atf;!/ 7§-Zj -ih-^>X-T5^./-;v-6 

—t)l\ -4- [ (2-h'J7W^) -3-tf'J3?~;i/) ] ^>X75 

1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 27 (6H, 
15 d, J = 6. 3Hz) , 3. 07 (3H, s) , 4. 37 (1H, m) , 7 . 3 
7 ( 1 H, m) , 7. 52-7. 67 ( 2 H, m) , 7. 97-8. 19 (5H, 
m) , 8. 47 (1H, d, J = 8. 2Hz) , 9. 19 (1H, s) , 10. 
5 8 (1H, s) . 
30101.12 0 

20 4- (2-7;M-P-4-bfU$?;i/) — N- (2- MVJuWV (*?)V) 7 

syi -iH-^>x-r$^y-;i/-6— oh -2-Kuy>M^fsH 

1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 24 (6H, 
d, J = 6. 6Hz) , 2. 85 (2H, t, J = 7. 3Hz) , 3. 03 (3 
H, s), 3. 18 (2H, t, J = 7. 3Hz), 4. 33 (1H, m), 7. 
25 2 8 (1H, d, J = 8. 7Hz) , 7. 36 ( 1 H, d, J = 8. 7Hz) , 
7. 59 (1H, d, J = 8. 3Hz), 7. 90 (1H, brs), 8. 14 
( 1H> d> j = 8. 3Hz) , 8. 88 (1H, s) , 10. 30 ( 1 H, s 

) • 

mmm2 1 
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r — (4-7)^D7x^) — n— {2- [^y^g^jk (*±2k> y^y] 

1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 26 (6H, 
d, J = 6. 6Hz) , 3. 07 (3H, s) , 4. 38 (1H, m) , 7 . 3 
5 8 (3H, m), 7. 73 (1H, brd, J = 8. 8Hz), 7. 89 (2H, 
dd, J = 8. 8, 5. 3Hz), 8. 18 (1H, brs), 8. 21 (1H, 
brd, J = 8. 2Hz) , 8. 34 (1H, brd, J=8. 2Hz) , 9. 
00 (1H, brs) , 10. 82 (1H, s) . 

mmm2 2 

10 N- {2- [>fV^Pfcf;V U&M 75^3 -lH-^>X-f S^/-^~6 
-^JA - 5- F4- (hV7)V*U*?')V) 7xZJVl -1, 2 . 4^tt± 
^TV-J1/- 3 -:ftJV#*1f 5 F 

1H-NMR (3 0 0MHz, CD 3 OD, Sppm) : 1. 39 (6H, d, 
J = 6. 6Hz), 3. 12 (3H, s) 4. 22 (1H, septet, J = 
15 6. 6Hz) 7. 38 ( 1 H, d, J = 8. 6Hz) , 7. 56 (1H, dd, 
J = 2. 0, 8. 6Hz) , 7. 98 (2H, d, J = 8. 3Hz) 8. 13 ( 
1H> d> j = 2 . 0Hz) , 8. 45 (2H, d, J = 8. 3Hz) . 
mMM2 3 

N - 12- [£27n&v L*±2k> 75 /] -ih-^>xV5^;-;v-6 

20 —OH -3 - T4- 0iU7jk^g2i±jk) Zs^ik] 2 - 4-^tr 

1H-NMR (3 0 0MHz, CD 3 OD, <5ppm) : 1. 38 (6H, d, 
J = 6. 6Hz), 3. 12 (3H, s), 4. 22 (1H, septet, J 
= 6. 6Hz), 7. 40 (1H, d, J = 8. 4Hz, 7. 60 ( 1 H, dd, 
25 J = l. 2, 8. 4Hz) , 7. 91 (2H, d, J = 8. 4Hz) , 8. 1 3 
(1H, d, J = l. 2Hz) , 8. 38 (2H, d, J = 8. 4Hz) . 

5 _ u-y)\,*u7*-)l) -N- {2- [1 27^ 757] 
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mmmi- (2) -em^s- u- {yyymu^M y^.-M yu 

5 1H-NMR (3 0 0MHz, DMSO-d6, (5 p pm) : 1. 26 (6H, 
d, J = 6. 3Hz) , 3. 06 (3H, s) , 4. 35 (1H, m) , 7 . 3 
8 (1H, d, J = 8. 7Hz) , 7. 43 (2H, dd, J = 8. 9, 8. 9 
Hz) , 7. 70 (1H, d, J = 8. 7Hz) , 8. 15 (1H, s) , 8. 
33 (2H, dd, J = 8. 9, 5. 6Hz) , 9. 31 (1H, s) , 9. 3 

10 5 (1H, s) , 10. 8 8 (1H, s) . 
nffiM2 5 

n— f 2- kv^p^ t*±ik) 7$yi -ih-^ >xw$^/-;p-6 
-£2H -l - [4- W7)V*u**)V) Zxxjk] 2 » 4-hU7 
^-;i/-3-;fr;M^-tj-is p 

15 1H-NMR (3 0 0MHz, DMSO-d6, 6 p pm) : 1. 15 (6H, 
d, J = 6. 6Hz), 2. 87 (3H, s) , 4. 46 (1H, septet, 
J = 6. 6Hz) , 7. 09 (1H, d, J = 8. 4Hz) , 7. 30 (1H, 
d, J = 8. 4Hz), 7. 68-7. 87 ( 1 H, m) , 8. 02 (2H, d, 
J = 8. 1Hz) , 8. 23 (2H, d, J = 8. 1Hz) , 9. 63 (1H, 

20 b r . s ) . 
nMM2 6 

3 - ( 2 -7MD7i^) — N- {2- Kv7g_gjk 7^7] 

25 1H-NMR (3 0 0MHz, DMSO-d6, (5 p pm) : 1. 20 (6H, 
d, J = 6. 6Hz), 2. 95 (3H, s) , 4. 55 (1H, septet, 
J=6. 6Hz) , 7. 0 8- 7. 3 3 ( 1 H, m) , 7. 4 5-7. 5 8 (1 
H, m) , 7. 8 3 (1H, s) , 7. 9 8-8. 10 (1H, m) , 9. 13 
(1H, br. s) . 
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m&M 2 7 

3_ (3- 7 jvtD7i^) -N- (9.- KV^ nbfJV 75^1 

6 -*)],) -1, 2, 4 -^^ 7^-^-5 

1H-NMR (3 0 0MHz, DMSO-d6, <5ppm) : 1. 22 (6H, 
d, J = 6. 6Hz), 2. 9 7 (3H, s ) , 4. 55 (1H, septet, 
J = 6. 6Hz) , 7. 0 9-7. 3 3 (4H, m) , 7. 41-7. 54 (1 
H, m) , 7. 7 6- 7. 9 5 (3H, m) , 9. 04 (1H, br. s) . 

mmm 2 8 

3 _ (4- 7 ;^P7x^) -N- {2- [^V^P^V (*^OH 757] 

1H-NMR (3 0 0MHz, DMSO-d6, <5ppm) : 1. 15 (6H, 
d, J = 6. 6Hz), 2. 87 (3H, s), 4. 46 (1H, septet, 
J = 6. 6Hz) , 7. 12 (1H, d, J = 8. 4Hz) , 7. 32 (1H, 
d, J=8. 4Hz) , 7. 3 8-7. 5 5 (2H, m) , 7. 59-7. 82 
(1H, m) , 8. 0 9-8. 3 0 (2H, m) , 1 1. 0 0-1 1. 3 2 (1 

H, m) . 
H«J2 9 

N- (2- 0rv7Ptf;W 75/] -ih-^>x^$^/-^-6 

—OH -5 - T4- (HJ^W-PjWV) 7x^Jl/] -1. 3. 4-^-fr 
i?TV-)V- 2 -ft^aE^-ffS b* 

I. H-NMR (300 MHz, CDC 1 3, 6 p pm) : . 1. 2 1 (6H, d, 
J = 6. 0Hz), 2. 97 (3H, s), 4. 54 (1H, septet, J 
= 6. 0Hz), 7. 08-7. 32 (2H, m), 7. 70-7. 89 (1H, 
m) , 7. 80 (2H, d, J = 8. 4Hz) , 8. 27 (2H, d, J = 8. 
4Hz) , 9. 03 (1H, br. s) . 

mmm 3 0 

3- (3, 4-3?7JI/tP7xrJI/) — N— (2- [iv7g_gik (*±2k> Z 
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ji/-5-ft;nfrfr-frSF 

1H-NMR (3 0 0MHz, DMSO-d6, 5 p pm) : 1. 02-1. 2 
3 (6H, m) , 2. 80-2. 97 (3H. m) , 4. 36-4. 61 (1H, 
5 m) , 7. 05-7. 18 (1H, m),7. 23-7. 4 9 (1H, m) , 7. 
5 7-8. 19 <4H, m) , 1 1. 0 8- 1 1. 2 7 (1H, m) . 

mmms 1 

fi _ (4-y ) l±u7 X .-)\,) — N— {2- [£V7gjfjk (*±ik) 75/] 

- j n I1 ^y^±^±zJtz 6 — f ;W - 3 - tf u 2>&jk£±gs if 

10 1H-NMR (4 0 0 MHz, CDC 1 3, 6 p pm) : 1. 0 8 (6H, d, 
J = 6. 4Hz) , 2. 81 (3H, s), 4. 28-4. 46 (1H, m), 
6. 9 8-7. 0 9 (4H, m) , 7. 41 (1H, brs), 7. 58 (1H, 
d, J = 8. 0Hz) , 7. 89 (2H, dd, J = 8. 4, 5. 6Hz), 8. 
21 (1H; brd, J = 7. 2Hz) , 9. 14 (1H, s) , 9. 48 (1 

15 H, b r s) . 

3- (2. 4-^7MP7x^) -N- {2- [-fV^H^ Oj±2k) Z 

§vj -iH-^>x-rs^/-;i/-6-^Ji/} -l, 2. 4-^-9-vry- 
ji/-5-^;v#^»$ K • 

20 1H-NMR (3 0 0MHz, DMSO~d6, 6 p pm) : 1. 16 (6H, 
d, J = 6. 6Hz), 2. 87 (3H, s) , 4. 46 (1H, septet, 
J = 6. 6Hz) , 7. 12 (1H, d, J = 9. 0Hz), 7. 32 (1H, 
d, J = 9. 0Hz) , 7. 3 3-7. 4 2 (1H, m) , 7. 54-7. 78 
(3H, m), 8. 12-8. 26 (1H, m), 1 1. 00-11. 29 (1 

25 H, m) . 

mum 3 3 

n- (2- wvyawv L*±2k) 75/1 -ih-^>xV $^/-;p-6 
_^ JW -5-^^;i^-i- [4- (K'J7;i/^-a^^;i/) 7x^] -ih- 
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1H-NMR (3 0 0MHz, CD30D, <5 p pm) : 1. 2 8- 1. 42 ( 
6 H, m) , 2. 59-2. 68 ( 3 H, m) , 3. 04-3. 13 ( 3 H, m 
) , 4. 12-4. 28 (1H, m) , 7. 3 0-7. 46 (2H, m) , 7. 
7 0-7. 8 0 (2H, m) , 7. 8 4-7. 9 5 (2H, m) , 8. 00 (1 
5 H, br. s) , 8. 26 (1H, br. s) . 
H»J3 4 

N— f 2 — i*?)V) 757] -lH-^>XVS^/^-6 

zAM -5-7xn;i/-3-bfU^>jtj;^^r1J-SH 

1H-NMR (40 0MHz, DMSO-d6, <5ppm) : 1. 17 (6H, 
10 d, J = 6. 4Hz) , 2. 88 (3H, s) , 4. 40-4. 49 (1H, m 

), 7. 09 (1H, d, J = 8. 4Hz) , .7. 23 (1H, d, J = 8. 4 

Hz), 7. 46-7. 5 4 (3H, m) , 7. 72 (1H, brs), 8. 1 

1 (1H, d, J = 8. 4Hz), 8. 16 (2H, d, J = 7. 2Hz), 8. 

36 (1H, d, J = 7. 2Hz) , 9. 17 (1H, s), 10. 23 (1H, 
15 brs), 11. 18(1 H, brs). 

H»J3 5 

n— f 2 — Liyyo^ik 75 71 - ih-^>xV5^V~^-6 

—ov) -2- [4- 0iU_zjk^P2L£!k) Zx^ik] - 2H-^ 

-2-;ftJ]^Hr5 E 

20 1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 16 (6H, 
d, J = 6. 6Hz) , 2. 96 (3H, s), 4. 47 (1H, septet, 
J = 6 . 6Hz), 7. 06-7. 17 ( 1 H, m) , 7. 28-7. 37 (1 
H, m) , 7. 5 7-7. 8 8 (1H, m) , 8. 12 (2H, d, J=9. 0 
Hz), 8. 43 (2H, d, J = 9. 0Hz), 10. 78-11. 23 (1 

25 H, m) . 
HMJ3 6 

N- {2- QfV^PtfJl/ (MM 7571 -lH-^>XV$^V-;i/-6 
-<<M - 1 -7^;U- 5 - [4- (HJ^M-a*^) 7xrjV] -1H- 
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1H-NMR (3 0 0MHz, CD30D, 6ppm) : 1. 26 (6H, d, 
J = 6. 6Hz) , 2. 96 (3H, s) , 4. 01 (3H, s) , 4. 3 9 ( 
1H, septet, J = 6. 6Hz), 6. 96-7. 01 (1H, m), 7. 
13-7. 27 (2H, m), 7. 69-7. 86 (5H, m). 
5 nMM37 

n- (2- [-ryyptf;]/ Oj£jk) 7^/1 -ih-^>^5^-6 

-AM - 1-^^)1- 3 - [4- OiU_Zjk±P2i±ik) Z^ik] -1H- 

1H-NMR (3 0 0MHz, CD 3 OD, dppm) : 1. 26 (6H, d, 
10 J = 6. 6Hz) , 2. 85 (3H, s) , 4. 21 (3H, s) , 4. 4 0 ( 
1H, septet, J = 6. 6Hz), 7. 17-7. 2 5 (2H, m) , 7. 
38 (1H, s) , 7. 68 (1H, s) , 7. 70 (2H, d, J = 8. 4H 
z) , 8. 0 1 (2H, d, J = 8. 4Hz) . 

mmm 3 8 

15 N- (2- H-y^Pfcf;!/ (^5P;» 757] -!H-^>X-fS^/-^-6 
— OH - [2, 2' ] HH'J> ? >-5-^;l/^1j-$ H 
1H-NMR (40 0MHz, DMSO-d6, <5ppm) : 1. 17 (6H, 
d, J = 6. 4Hz) , 2. 88 (3H, s) , 4. 4 0-4. 49 (1H, m 
) , 7. 09 (1H, d, J = 8. 4Hz) , 7. 23 (1H, d, J = 8. 4 

20 Hz), 7. 46-7. 5 4 (3 H, m) , 7. 72 (1H, brs), 8. 1 
1 (1H, d, J = 8. 4Hz) , 8. 16 (2H, d, J = 7. 2Hz), 8. 
36 (1H, d, J = 7. 2Hz),'9. 17 (1H, s), 10. 23 (1H, 
brs), 11. 18 (1H, brs). 

mmm 3 9 

25 n- {2- [-rvyntf;i/ (*^)i>) 75 y 3 - ih-^>xa 6 
-am - 5-7xn;p-2-H^> ? >^;^^-jj-$ F 

1H-NMR (40 0MHz, DMSO-d6, <5ppm) : 1. 17 (6H, 
d, J = 6. 4Hz) , 2. 88 (3H, s) , 4. 4 3-4. 5 0 ( 1 H, m 
) , 7. 09 (1H, d, J = 8. 4Hz) , 7. 38 ( 1 H, d, J = 8. 4 
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Hz) , 7. 5 7-7. 5 9 (3H, m) , 8. 24 (2H, d. J = 8. OH 
z) , 8. 29 (1H, s) , 9. 31 (1H, s) , 9. 33 (1H, s) , 
10. 47 (1H, brs) . 
H»!l4 0 

6- (2-7MP7x^) -N- (2- [iVyP^jk (J^M 75/] 
-lH-^>X-f S^/-;P-6— jjW -3-HU^>:frJM^H*5 P 
1H-NMR (4 0 0MHz, CD 3 OD, 5 p pm) : 1. 26 (6H, d, 
J = 7. 2Hz) , 2. 95 (3H, s) , 4. 3 6-4. 4 2 (1H, m) , 
7. 13-7. 3 3 (4H, m), 7. 45-7. 51 (1H, m) , 7. 72 
(1H, brd, J = 2. 0Hz) , 7. 8 8-7. 9 4 (2H, m) , 8. 3 
5 (1H, dd, J=8. 4, 2. 4Hz), 9. 16 (1H, brd, 3 = 2. 
0Hz) . 
H»J4 1 

6 _ ( 3 -7j^P7x^) -N- {2- WV7U\Z)V U^M 757] 
- lH-^>X-f 5^/-Jl/-6-^;W -3-K'jy>^^ H 
1H-NMR (4 0 0MHz, CD 3 OD, fippm) : 1. 28 (6H, d, 
J = 6. 8Hz) , 2. 97 (3H, s) , 4. 31-4. 47 (1H, m) , 
7. 18-7. 32 (3H, m) , 7. 48-7. 5 3 (1H, m) , 7. 74 
(1H, brd, J = 2. 0Hz) , 7. 8 0-7. 8 7 (2H, m) , 7. 9 
5 (1H, d, J = 7. 6Hz), 8. 34 (1H, dd, J = 8. 4, 2. 0 
Hz) , 9. 14 (1H, brd, J = 2. 0Hz) . 
HWI4 2 

5- U-7)V'*U7x.-M -N- {2- WV7u}Z)V {*2M 75 73 
-lH-^>X-f$^/-^-6--f;H - 2-tfU5^>^;i/^1j-$ H 
1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 27 (6H, 
d, J = 6. 6Hz) , 3. 05 (3H, s) , 4. 30 ( 1 H, m) , 7 . 3 
8 (1H, d, J = 8. 6Hz) , 7. 44 (2H, dd, J = 8. 6, 8. 6 
Hz), 7. 71 (1H, d, J = 8. 6Hz), 8. 00 (2H, m), 8. 
19 (1H, s) , 9. 35 (2H, s) , 10. 99 ( 1 H, s) . 
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m — [2- UVfuWV T*n -iH-^>x -r$^/-;v-6 

- 5-7xnjV- 5 -fcTU SS^flJl'afofrl^ jf 
1H-NMR (40 0MHz, DMS0-d6, <5ppm) : 1. 16 (6H, 

5 d, J = 6. 4Hz) , 2. 87 (3H, s) , 4. 4 2-4. 5 0 (1H, m 
) , 7. 10 (1H, d, J = 8. 4Hz) , 7. 21 (1H, d, J = 8. 4 
Hz), 7. 50-7. 53 (3H, m) , 7. 55 (1H, brs), 8. 4 
7 (2H, d, 3 = 2. OHz) , 9. 33 (2H, s) , 10. 36 (1H, 
brs), 11. 14 (1H, brs). 

10 4 

5- (4-y)V^ay^M -n- {2- jjvTuW k i**)V) 75/3 
- j Hz£j>Xll^/r2k= 6 -4M - 6 - * h^-/- 2 - tf 'Jy>^M 

1H-NMR (3 0 0MHz, DMS0-d6, fippm) : 1. 16 (6H, 
15 d, J = 6. 8 Hz) , 2. 8 8 (3H, s) , 4. 11 (3H, s) , 4. 4 
7 (1H, m), 7.12 (1H, d, J = 8. 2Hz), 7. 28 (3H, m 
) , 7. 68 (2H, m) , 7. 79 (1H, s) , 7. 80 (1H, d, J = 
7. 6Hz) , 7. 97 (1H, d, J = 7. 6Hz) , 10. 04 (1H, s 
) . 

20 %W$\4 5 

g_ ( 4 --7Ji/^P7xnji/) — n— {2- r^yyntfju (*±2k> ^a-y] 

1H-NMR (4 0 0MHz, DMS0-d6, fippm) : 1. 16 (6H, 
d, J = 6. 8Hz) , 2. 87 (3H, s) , 4. 42-4. 5 0 (1H, m 
25 ) , 7. 0 9 (1H, brd, J = 8. OHz) , 7. 4 2-7. 47 (3H, 
m), 7. 76 (1/2 H, brs), 7. 92 (1/2 H, brs), 8. 3 
0-8. 34 (3H, m) , 8. 48 (1H, d, J = 9. 2Hz) , 10. 8 
5 (1H, brs), 11. 08 (1/2 H, brs), 11. 14 (1/2 H, 
brs). 
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Ji 

5 1H-NMR (40 0MHz, DMSO-d6, <5ppm) : 1. 16 (6H, 
d, J = 6. 8Hz) , 2. 87 (3H, s) , 3. 95 (3H, s) , 4. 4 
2-4. 49 (1H, m) , 7. 02 (1H, d, J = 8. 8Hz) , 7. 09 
(1H, d, J = 8. 8Hz) , 7. 37 (1H, d, J = 8. 0Hz) , 7. 
82 (1H, brs), 8. 51 (1H, dd, J = 8. 0, 2. 4Hz), 9. 
10 0 7 (1H, s) , 9. 28 (1H, s) , 9. 33 ( 1 H, s) , 10. 44 
(1H, brs), 11. 17 (1H, brs) . 

2- (4-y)V^uy^zDi) -N- {2- Kv/afcf;^ owij Tsy] 
_ t H -^>xMs^/Hi/- 6— f Jjd -5-tfU$v>^;i/^-»^ F 

15 1H-NMR (40 0MHz, DMSO-d6, fippm) : 1. 16 (6H, 
d, J = 6. 4Hz) , 2. 88 (3H, s) , 4. 41-4. 48 (1H, m 
) , 7. 10 (1H, d, J = 8. 4Hz) , 7. 22 ( 1 H, d, J = 8. 4 
Hz) , 7. 37-7. 41 (2H, m) , 7. 71 (1H, brs) , 8. 4 
9-8. 5 2 (2H, m) , 9. 3 2 (2H, s) , 10. 3 7 (1H, brs 

20 ), 11. 21(1 H, brs). 

1- (4-7MD7x^) -N-{2-[-rV^Ptf)V(^^ ^)T$yl-lH-^> 

xv $y^/-;i/-6--r;v}-4-tf^U 2>#2k3i±£§ If 

1H-NMR (3 0 0MHz, DMSO-d6, dppm) : 1. 14 (6H, 
25 d, J = 6. 6Hz) , 1. 6 5- 1. 9 2 (4H, m) , 2. 38-2. 54 
(1H, m) , 2. 5 6-2. 7 4 (2H, m) , 2. 85 (3H, s) , 3. 
58-3. 73 (2H, m), 4. 42 (1H, septet, J = 6. 6Hz 
) , 6. 90-7. 16 (6H, m) , 7. 5 3-7. 6 6 (1H, m) , 9. 
6 7 (1 H, b r. s) . 
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N- ( 2 - lj V 7p gik (2^?k) 7 $ 1 1 - 1 H-^ > S y )tJVz 6 --f jkl ~ 1 ~ 

1H-NMR (3 0 0MHz, DMSO-d6, Sppm) : 1. 14 (6H, 
d, J = 6. 6Hz) , 1. 64-1. 92 (4H, m) , 2. 38-2. 53 
(1H, m) , 2. 5 8-2. 7 9 (2H, m) , 2. 8 4 (3H, s) , 3. 
69-3. 83 (2H, m), 4. 42 (1H, septet, J = 6. 6Hz 
) , 6. 6 8-6. 7 9 (1H, m) , 7. 10-7. 2 5 (2H, m) , 7. 
50-7. 6 5 (1H, m) , 9. 66 ( 1 H, br. s). 
OT©H«J5 0~6 2«, mMM2- (2) TfflV^cN-fVynlfj^f 

m«i5o 

{1- [6^ ( (3- [4- (hVyJV^UtT-lV) 7x^2k 

i 7a/v^jM 7$/) -iH-^>x-rsyi/-;i/-2-^;i/] -3-tfn 

1H-NMR (4 0 0MHz, DMSO-d6, <5ppm) : 0. 98 (6H, 
d, 3 = 7. 0 Hz) , 1. 8 0- 1. 9 2 (1H, m) , 2. 10-2. 2 
0 (1H, m), 2. 30-2. 40 ( 1 H, m) , 2. 62 (2H, t, J = 
7. 2Hz) , 3. 00 (2H, t, 3 = 7. 2Hz) , 3. 4 2-3. 6 0 ( 
2H, m), 3. 61-3. 70 ( 1 H, m) , 4. 30-4. 40 (1H, m 
), 6. 92-7. 10 (2H, m), 7. 46 (2H, d, J = 8. OHz) , 
7. 62 (2H, d, J = 8. OHz) , 8. 04 (1H, s) , 9. 70 (1 
H, s) . 
mMM5 1 

n- (2- [j^P^j^k l*±jk) ^$71 -ih-^>x^$^7-;v- 

gjzljkl -3- [4- 0iiJ7jk±P2L£jk) 7x~JH yPA°>7$H 
1H-NMR (4 0 0MHz, DMS0-d6, fippm) : 1. 02-1. 1 
8 (1H, m), 1. 28-1. 42 (2H, m), 1. 42-1. 58 (2H, 
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m) , 1. 5 8- 1. 7 0 (3H, m) , 1. 7 2- 1. 8 6 (2H, m) , 2. 
62 (2H, t, J = 7. 2Hz) , 2. 88 (3H, s) , 3. 00 (2H, 
t, J = 7. 2Hz) , 3. 9 2-4. 0 4 (1H, m) , 6. 92-7. 10 
(2H, m) , 7. 48 (2H, d, J = 8. 0Hz) , 7. 5 0-7. 6 0 ( 
5 1H, m) , 7. 64 (2H, d, J = 8. 0Hz) , 9. 70 (1H, s) . 
H»J5 2 

fi-^jM -3- r4- (±yy)V£u£?M zx^ikl gp/oxaJf 

1H-NMR (400 MHz, DMSO-d6, 0ppm) .: 1. 10-1. 2 
10 4 (4H, m) , 1. 3 2- 1. 5 0 (2H. m) , 1. 5 0- 1. 7 0 (3H, 
m) , 1. 7 2-1. 86 (4H, m) , 2. 70 (2H, t, J = 7. 2Hz 
), 3. 00 (2H, t, J = 7.2Hz), 3. 44-3. 60 (2H, m) , 
3. 82-3. 96 (1H, m) , 7. 30 (2H, s) , 7. 50 (2H, d, 
J = 8. 0Hz) , 7. 64 (2H, d, J=8. 0Hz) , 7. 98 ( 1 H, 
15 s) , 1 0. 2 2 (1H, s) . 

mmm 5 3 

M— {?.- l*=F)V (l-*?-)l-3-\dU*)¥=L)l) 7^ /1 -1H-^>X 

^5W^-6--f;v) - 3- [4- (hV7)l3ru*?M 7x ^;v] 7p 

/t>75 H 

20 1H-NMR (40 0MHz, DMSO-d6, 5ppm) : 1. 70-1. 8 
4 (1H, m), 2. 10-2. 20 ( 1 H, m) , 2. 30 (3H, s), 2. 
60 (2H, t, J = 7. 2Hz) , 2. 7 0-2. 9 0 (2H, m) , 2. 9 
8 (3H, s) , 3. 00 (2H, t, J = 7. 2Hz) , 4. 78-4. 88 
(1H, m) , 6. 9 2-7. 0 8 (2H, m) , 7. 42-7. 7 2 (5H, 

25 m) , 9. 7 0 (1H, s) . 

mmw 5 4 

N- (2- L*£ik (l-*^Jl/-4-H^'J^n;)/) 7 5^1 -1H-^>X 

±^IrJkii3^dM - 3- [4- (HJ^i^-g*^) 7x^] 7a 

A°>75 H 
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1H-NMR (40 0MHz, DMSO-d6, <5ppm) : 1. 94-2. 1 
0 (2H, m) , 2. 2 0-2. 3 4 (2H, m) , 2. 70 (2H, t, J = 
7. 2Hz) , 3. 76 (3H, s) , 3. 00 (2H, t, J = 7. 2 Hz) , 

3. 08 (3H, s) , 3. 08-3. 14 (2H, m) , 3. 50-3. 60 
5 (2H, m) , 4. 3 2-4. 4 2 (1H, m) , 7. 34 (2H, s) , 7. 

50 (2H, d, J = 8. 0Hz) , 7. 64 (2H, d, J = 8. 0Hz) , 
7. 98 (1H, s) , 10. 22 (1H, s). 

mmms 5 

n- (2- [vg_aypgjk L*fiik) - iH-^>x-r^y^/-;i/- 

10 6— (JV) - 3- [4- OiU_Zjk±g2^2k) ^a/^7SP 
1H-NMR (40 0MHz, DMSO-d6, (5 p pm) :0. 66 (2H, 
s) , 0. 84 (2H, s) , 2. 54-2. 7 0 (2H, m) , 2. 96-3. 
10 (2H, m) , 3. 00 (3H, s) , 6. 94-7. 10 (2H, m) , 
7. 50 (2H, d, J = 8. 0Hz) , 7. 64 (2H, d, J = 8. 0Hz 

15 ) , 7. 8 (1H, s) . 

mmm 5 6 

n- (2- [v^gg£2k L*±2k> 7^/] -iH-^>X-f$y^-6 

-^f;W -3- [4- (bU7J^n^^;i/) 7x^JV] 7p/^>7SF 
1H-NMR (40 0MHz, DMSO-d6, <5ppm) : 1. 52-1. 7 
20 0(2H, m),2. 02-2. 24 (4H, m) , 2. 6 0 (2H, t, J = 
7. 2Hz) , 2. 96 (3H, s), 3. 00 (2H, t, J = 7. 2Hz), 

4. 5 2-4. 7 0 (1H, m) , 6. 90-7. 10 (2H, m) , 7. 50 
(2H, d, J=8. 0Hz) , 7. 64 (2H, d, J = 8. 0Hz) , 9. 

60-9. 7 8 (1H, m) . 
25 mMM 5 7 

n— f 2 — \z/Vu^>?-)V {*±M zLlHii^>^l^£l/rL!kz 
6->fJW -3- [4- UiU_zM^2L£ik) Zx^ikJ 7 , n;t>7$ H 
1H-NMR (4 00 MHz, CDC 1 3, fippm) : 1. 6 0-2. 0 0 ( 
8H, m) , 2. 66 (2H, t, J = 7. 2Hz) , 2. 98 (3H, s) , 
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3. 10 (2H, t, J = 7. 2Hz) , 4. 42-4. 5 8 ( 1 H, m) , 6. 
92-7. 02 (1H, m) , 7. 08-7. 16 (1H, m), 7. 44 (2 
H, d, J = 8. 0Hz) , 7. 5 0-7. 6 8 (3H, m) . 
MMM5S 

5 n— {2- [ (i-y-fe^;i/-3-b°p'J> ? n;i/) 7$/] - ih- 

^>x-r$^./-;i/- 6— t;h -3 - [4- (m^a-pj*^) 71^ 
] 7ua>za]i 

1H-NMR (4 0 0 MHz, CDC 1 3, 6 ppm) : 2. 0 0 (3H, s) , 
2. 10-2. 24 (2H, m) , 2. 62 (2H, t, J = 7. 2Hz), 3. 
10 0 0 (3H, s) , 3. 04 (2H, t, J = 7. 2Hz) , 3. 30-3. 6 
0 (2H, m), 3. 62-3. 80 (2H, m), 4. 72-4. 86 (1H, 
m), 6. 96-7. 00 ( 1 H, m) , 7. 08-7. 16 ( 1 H, m) , 7. 
40 (2.H, d, J = 8. 0Hz) , 7. 5 0-7. 6 2 (3H, m) . 
^I«J5 9 

15 N— {2- |>£2k (fh7bh'D-3-77^) y^y] -1H-^>XV 

s.#*/-)V-6-<i)V} -3- [4- LhU7jl^^2L£jk) Z*^ik3 7pa 
>75H 

1 H — NMR (4 0 0MHz, DMSO-d6, (5 p pm) : 1. 87-1. 9 
5 (1H, m), 2. 12-2. 21 (1H, m), 2. 63 (2H, t, J = 

20 7. 2Hz) , 2. 99 (2H, t, J = 7. 2Hz) , 3. 2 5- 3. 3 5 ( 
1H, m) , 3. 61 (1H, q, J = 5. 8Hz) , 3. 7 0 - 3. 7 5 (1 
H, m), 3. 90-3. 98 ( 1 H, m) , 4. 90-4. 98 ( 1 H, m) , 
6. 92-7. 05 ( 2 H, m) , 7. 60-7. 70 ( 1 H, m) , 7. 47 
(2H, d, J = 7. 6Hz) , 7. 63 (2H, d, J = 7. 6Hz), 9. 

25 7 1 ( 1 H, s ) . 

mmmeo 

N- {2- [ (1— <V^U;i/-3-lfDU>^Jl/) i*?)V) 7$ 71 -1 
H - ^ >X-< 5 §-<M -3- [4- (YV7)Vitu*?-)V) 7i 

=JV] :/PA°>75 H 
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1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 00 (6H, 
d, J = 6. 8Hz) , 2. 0 0-2. 2 0 (2H, m) , 2. 63 (2H, t, 
J = 7. 2 Hz) , 2. 63-2. 75 (1H, m) , 2. 97 (3H, s), 
2. 98 (2H, t, J = 7. 2Hz) , 3. 2 0-3. 40 ( 1 H, m) , 3. 
4 2-3. 8 0 (3H, m) , 4. 7 0-4. 9 0 ( 1 H, m) , 6. 98-7. 
10 (2H, m) , 7. 48 (2H, d, J = 8. 0Hz) , 7. 63 (3H, 
d, J = 8. 0Hz) . 9. 7 4 (1H, s) . 

mmme 1 

n- (2- u^ju (i-^^-3-^v-3-fcfP'J^n ;i/) - 

lH-^>X-i^/-)V-6-^)V) -3 - 14- (YV7)V*U*^M 7 

1H-NMR (40 0MHz, DMSO-d6, <5ppm) : 1. 98-2. 1 
0 (1H, m), 2. 20-2. 34 (1H, m) , 2. 62 (2H, t, J = 
7. 2 Hz) , 2. 77 (3H, s) , 2. 83 (3H, s), 3. 00 (2H, 
t, J = 7. 2Hz) , 3. 2 6-3. 4 0 (2H, m) , 4. 98-5. 08 
(1H, m) , 6. 9 6-7. 0 6 (2H, m) , 7. 4 7 (2H, d, J = 8. 
0Hz) , 7. 62 (2H, d, J = 8. OHz), 9. 70 (1H, brs). 

mmme 2 

N- {2- (l-^^-5-^V-3-IfPU^;i/) - 

lH-^>X-r$^y-;W-6— Okl -3- [4- (h'J7MP^^) 7 

1H-NMR (4 0 0 MHz, CD 3 OD, 6 ppm) : 2. 5 2-2. 6 2 ( 
1H, m) , 2. 70 (2H, t, J = 7. 2Hz) , 2. 7 8-2. 8 7 (1 
H, m) , 2. 9 0 (3H, s) , 3. 2 9 (3H, s) , 3. 10 (2 H, t, 
J = 7. 2Hz) , 3. 50-3. 58 ( 1 H, m) , 3. 78-3. 88 (1 
H, m) , 4. 9 6-5. 0 4 (1H, m) , 6. 9 8-7. 0 6 (1H, m) , 
7. 16 (1H, d, J = 8. OHz) , 7. 44 (2H, d, J = 8. OHz 
), 7. 57 (2H, d, J = 8. OHz), 7. 62 (1H, brs). 

»J2- (2) TfflWcN — (V?UV)V*7 
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jV7ax mm 2- (3) T^Vifc3- [4- ihVyfr*U*?M 7xn 

5 n— {2- [i-y-fe^;w-3-bfp'j^;v (*^;w) 7571 -ih-^> 

XV5^A-;l/-6—<;H -5- (4-7MP7x^JI/) -2-fcfU> ? >^ 

1H-NMR (4 0 0MHz, DMSO-d6, 5 p pm) : 1. 96 (3H, 
s) , 2. 00-2. 20 (2H, m) , 3. 00 (3H, s) , 3. 20-3. 
10 7 4 (4H, m) , 4. 7 8-4. 9 8 (1H, m) , 7. 12 (1H, d, J 
= 8. 0Hz) , 7. 34-7. 4 6 (3H, m) , 7. 8 2-7. 9 6 (3H, 
m) , 8. 20 (1H, d, J = 8. 0Hz) , 8. 30 (1H, d, J = 6. 
0Hz) , 9. 00 (1H, s) , 10. 42 (1H, s) . 
^»J6 4 

15 N- {2- [l-7-b^;i/-3-brnU^;i. i*^)V) 757] -lH-^> 
•X4 3.^/~-)l-6— 1M -5- (4-7Jl/^P7xn;i/) -2-\jy-Jytl 

1H-NMR (4 0 0MHz, DMSO-d6, 6 p pm) : 2. 00 (3H, 
s), 2. 00-2. 36 (2H, m), 3. 10 (3H, s), 3. 20-3. 
20 8 6 (4H, m) , 4. 6 0-4. 84 (1H, m) , 7. 3 0 -7. 5 0 (3 
H, m) , 7. 74 (1H, d, J = 8. 0Hz) , 8. 18 (1H, s) , 8. 
2 8-8. 3 8 (2H, m) , 9. 30 ( 1 H, s) , 9. 36 (1H, s) . 
^TO^»J6 5~8 7«> MMMl- (1) Tffl^fc2-£DD-6--h 

□^>x^5^y-;i/£2-^nD - 1 -y^;i/- 6 hn- ih-^>t:^ 
Jtn^nwz.. ^tcmmmi- (2) tffl^3- [4- (hu^i^n*^ 

H2&0J6 5 
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m — \9 - [x±jk 7$y] -i-^-ih -^>^$^/- 
jp-e-^^i -3- [4- QiU7jk±n2i£ik) 7x~ jh -/p/^t^f 

1H-NMR (3 0 0MHz, DMSO-d6, <5ppm) : 1. 14 (3H, 
t, 3 = 7. 2Hz) , 2. 66 (2H, t, J = 7. 3Hz) , 2. 86 (3 
5 H, s) , 3. 01 (2H, t, 3 = 7. 3Hz) , 3. 22 (2H, Q, J = 
7. 2Hz) , 3. 52 (3H, s) , 7. 04 ( 1 H, d, J = 8. 5Hz) , 
7. 25 (1H, d. J = 8. 5Hz) , 7. 49 (2H, d, 3 = 7. 9Hz 
) , 7. 64 (2H, d, 3 = 7. 9Hz) , 7. 76 (1H, s) . 
6 6 

10 N- T2- (^^7S/) -l-*^JV-lH -^>*< ^/~;v-6- 
IjV] -3- [4- (hU7J^P^^) 7x~;H ^n/\°>7$H 
1H-NMR (300MHz, DMSO-d6, (5p pm) : 2. 6 6 (2H, 
t, 3 = 7. 5Hz) , 2. 87 (6H, s) , 3. 01 (2H, t, 3 = 7. 
5Hz), 3. 5 4 (3H, s) , 7. 0 4 (1H, d, J = 8. 4Hz) , 7. 

15 2 5 (1H, d, J = 8. 4Hz) , 7. 49 (2H, d, J = 8. 0Hz) , 
7. 64 (2H, d, J = 8. 0Hz) , 7. 74 (1H, s) , 9. 86 (1 
H, s) . 

mmm 6 7 

N- f2- KV^Ptf^ Oj£2k) -l-^ ^-lH-^>X-f5 
20 W-)V-6~ <M -3- [4- (HJ-7JM-n*5PJW) 7x ^JV] :/PA e > 

75J5 

1H-NMR (3 0 0MHz, DMS0-d6, Sppm) : 1. 28 (6H, 
d, J = 6. 6Hz) , 2. 73 (2H, t, 3 = 7. 6Hz) , 3. 02 (2 
H, t, 3 = 7. 6Hz) , 3. 06 (3H, s) , 3. 69 (3H, s) , 4. 
25 14 (1H, m) , 7. 36 (1H, d, J = 8. 6Hz) , 7. 42 (1H, 
d, J = 8. 6 Hz) , 7. 5 0 (2H, d, J = 8. OH), 7. 6 4 (2H, 
d, J = 8. OHz) , 8. 03 (1H, s) , 10. 41 (1H, s) . 
mMM6 8 

N — [l-*=F)l-2- (1-fcfPUvnJl/) -lH-^>^5^;-Jl/-6 



WO 2004/011440 



84 



PCT/JP2003/009610 



1H-NMR (3 0 0 MHz, CDC 1 3, (5 ppm) : 2. 0 0 (4H, m) , 
2. 69 (2H, t, J = 7. 5Hz) , 3. 13 (2H, t, J = 7. 5Hz 
) , 3. 62 (7H, brs) , 6. 73 ( 1 H, brd, J = 8. 6Hz) , 
7. 34 (3H, m) , 7. 54 (2H, d, J = 7. 9Hz) , 7. 82 (1 
H, s) , 
H»6 9 

N- (2- [^JV (^PHjk) 7$7] -i-^^;hh-^> ^s^/- 
;t,-6— fJH -3- T4- OiiIZjk±P2^2k) 7x^1 ^P/1>7$ Jf 
1H-NMR (3 0 OMHz, DMSO-d6, 6 ppm) : 0. 8 7 (3H, 
t, J = 7. 4Hz) , 1. 59 (2H, m) , 2. 65 (2H, m) , 2. 8 
6 (3H, s) , 3. 0 1 (2H, t, J = 7. 5Hz), 3. 13 (2H, t, 
J = 7. 5Hz) , 3. 53 (3H, s) , 7. 02 (1H, d, J = 8. 5H 
z) , 7. 23 (1H, d, J = 8. 5Hz) , 7. 48 (2H, d, J = 8. 
2Hz) , 7. 64 (2H, d, J = 8. 2Hz) , 7. 74 (1H, s) , 9. 
8 5 (1H, s) . 
HWJ7 0 

N- [1-^)1-2- (l-brP'J5?-;P) -lH-^>X^;^/-^-6 

-^M -2- T4- (±212£*R*£M 7x/3p>0 7jfe_hX§J? 

1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 87 (4H, 
m) , 3. 53 (4H, m) , 3. 59 (3H, s) , 4. 80 (2H, s) , 
7. 10 (1H, d, J = 8. 3Hz) , 7. 19 (3H, m) , 7. 69 (3 
H, m) , 1 0 . 0 3 ( 1 H, s ) . 

mm 7 1 

N- 11-^)1-2- (l-fcWJ?~;W) -lH-^>X-T$^/-J|/-6 
-4M -3- [4- (hV7)V*U*?)V) T'PA^TS H 

1H-NMR (3 0 OMHz, CHC 13, <5 p pm) : 1. 5 7- 1. 8 7 ( 
6H, m) , 2. 69 (2H, t, J = 7. 5Hz) , 3. 13 (2H, t, J 
= 7. 5Hz) , 3. 16-3. 22 (4H, m) , 3. 56 (3H, s) , 6. 
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76 (1H, d, J = 8. 4Hz) , 7. 34 (2H, d, J = 8. 4Hz) , 
7. 42 (2H, d, J = 8. 4Hz) , 7. 52 ( 1 H, br. s) , 7. 5 
4 (2H, d, J = 8. 4Hz) , 7. 90 (1H, br. s) . 
§H»J7 2 

5 n- T2- (l-7ifA°r:^) - 1 1 H-^>X-T 6 - 

±M -3- T4- (±l±2M^y&M ^p;i>75b* 

1H-NMR (300MHz, CHC13, (5 ppm) : 1. 6 4- 1. 9 2 ( 
8H, m) , 2. 68 (2H, t, J = 7. 5Hz) , 3. 12 (2H, t, J 
= 7. 5Hz) , 3. 4 6-3. 5 8 (4H, m) , 3. 58 (3H, s) , 6. 
10 69-6. 85 (1H, m) ,.7. 30-7. 42 (1H, m),7. 36 (2 
H, d, J = 7. 8Hz) , 7. 48 (1H, br. s) , 7. 54 (2H, d, 
J = 7. 8Hz) , 7. 84 (1H, br. s) . 

N- (2- (3- [T±^)V 7^71 - 1 

15 ^-lH-^>XVS^;^-6-^M -3- [4- (H J7»:frPj*^ 
Jl/) 7x.-)V\ 7°DA°>7$h* 

1H-NMR (3 0 0MHz, DMSO-d6, <5ppm) :2. 01 (5H, 
m) , 2. 66 (2H, t, J = 7. 5Hz) , 2. 78 (6/5H, s) , 2. 
93 (9/5H, s) , 3. 01 (2H, t, J = 7. 5Hz) , 3. 55 (4 
20 H, m) , 3. 5 9 (3H, s) , 4. 6 2 (2/5H, m) , 5. 14 (3/ 
5H, m) , 7. 02 (1H, d, J = 8. 4Hz) , 7. 19 (1H, d, J 
= 8. 4Hz) , 7. 49 (2H, d, J = 8. 2Hz) , 7. 64 (2H, d, 
J = 8. 2Hz), 7. 72 (1H, brs), 9. 84 (1H, s). 

25 N— (2- {3- HlV^gJiik -l-VW)z?~M -1 

1 H-^>7VS^/-iV- 6 - 3- [4- OlU-Z2k±P_ 

1H-NMR (3 0 0MHz, DMSO-d.6, <5ppm) : 1. 02 (6H, 
d, J=4. 0Hz) , 2. 10 (3H, m) , 2. 66 (2H, t, J = 7. 
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5Hz) , 2. 79 (1. 2H, s) , 2. 85 (1H, m) , 2. 98 (1. 
8H, s) , 3. 01 (2H, t, J = 7. 5Hz), 3. 59 (3H, s) , 
3.5 4 (4H, m) , 4. 7 8 (2/5H, m) , 5. 15 (3/5H, m) , . 
7. 00 (1H, brd, J=8. 5Hz) , 7. 18 (1H, d, J = 8. 5 
5 Hz), 7. 4 9 (2 H, d, J = 8. 2Hz), 7. 6 4 (2 H, d, J = 8. 
2Hz) , 7. 71 (1H, brs) , 9. 83 ( 1 H, s) . 

mrnm 5 

n- (2- (3- t**>*)V*-)V - i-tfPUvn;w 
-i-^)v-iH-^yx^s.^/-)i-6-" nv) -3- F4- (Hj_7jk 

1H-NMR (3 0 0MHz, DMSO-d6, <5ppm) : 2. 20 (2H, 
m) , 2. 72 (2H, t, J = 7. 5Hz) , 2. 82 (3H, s) , 3. 0 
15 0 (5H, m) , 3. 7 9 (3H, s) , 3. 8 6 (4H, m) , 4. 5 5 (1 
H, m) , 7. 33 (1H, brd, J = 8. 6Hz) , 7. 38 (1H, d, 
J = 8. 6Hz) , 7. 50 (2H, d, J = 8. 1Hz) , 7. 64 (2H, 
d, J = 8. 1Hz), 8. 00 (1H, brs), 10. 40 (1H, brs 
) . 

20 U1»J7 6 

N- (2- \*/#W\*ri/)V 7$y] -i-*^;i/-iH-^>X-r 

g^A-jj^-j^jW -3- [4- (±^)yj\^oMM 7xzjM Ton 

1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 04-1. 6 
25 9 (6H, m) , 1. 6 9- 1. 8 0 (4H, m) , 2. 6 6 (2H, t, J = 
7. 5Hz) , 2. 76 (3H, s) , 3. 01 (2H, t, J = 7. 5Hz), 
3. 51 (3H, s) , 7. 03 (1H, d. J = 8. 4Hz) , 7. 40 (2 
H , d, J = 8. 4Hz) , 7. 49 (1H, d, J = 8. 4Hz) , 7. 64 
(1H, d, J = 8. 4Hz), 7. 74 (1H, s), 9. 85 (1H, s). 
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H»J7 7 

1ST — \ 1-^)1-2- (l-tfPU^)l/1 -1H-^>XV5^/-JV-6 

-4)1} -3- (4-yn : E7x^) ^PA>7S F 
1H-NMR (3 0 0MHz, DMSO-d6, 5 p pm) : 1. 89 (4H, 
5 m) , 2. 59 (2H, t, J = 7. 6Hz) , 2. 89 (2H, t, J = 7. 
6Hz) , 3. 52 (4H, m) , 3. 58 (3H, s) , 7. 00 (1H, d, 
J=8. 4Hz) , 7. 13 (1H, d, J = 8. 4Hz) , 7. 22 (2H, 
d, J = 8. 4Hz) , 7. 46 (2H, d, J = 8. 4Hz) , 7. 66 (1 
H, s), 9. '7 8 (1H, s) . . 

io mmm7 8 

N- fl->Wl/-2- (l-bfCiU^rJV) -lH-^ >^5^-6 

-5- (4-7^tP7x^) -2-bT ; 7S?>^^»5H 
1H-NMR (3 0 0MHz, DMSO-d6, <5ppm) : 1. 90 (4H, 
m) , 3. 5 7 (4H, m) , 3. 6 5 <3H, s) , 7. 2 2 (1H, d, J 
15 =8. 4Hz), 7. 44 (3H, m), 7. 94 (1H, d, J = l. 8Hz 
) , 8. 33 (2H, m) , 9. 32 (1H, d, J = l. 5Hz) , 9. 34 
(1H, d, 1. 5Hz) , 10. 56 ( 1 H, s) . 

mmmi 9 

isr— n-*5P;v-2- -iH-^>7r-r5^/-;i/-6 
20 zrQW -2- (4-^dp7x;^» TgKTSF 

1H-NMR (3 0 0MHz, DMSO-d6, 5ppm) : 1. 89 (4H, 
m) ,3. 5 3 (4H, m) , 3. 5 9 (3H, s) , 4. 6 9 (2H, s) , 
7. 03 (2H, d, J = 9. 0) , 7. 12 (2H, m) , 7. 36 (2H, 
d, J = 9. 0Hz) , 7. 67 (1H, s) , 9. 96 (1H, s) . 
25 H»J8 0 

N- {2- -l-*^)V-lH-*>X<t5.? 
6 -^fJH -3- [4- (hV7MU**M 7zl~)V\ 7*0/^7 

1H-NMR (4 00 MHz, CDC 1 3 , <5ppm) : 1. 23 (3H, d, 
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J = 5. 6Hz) , 1. 5 8- 1. 6 8 <1H. m) , 1. 9 5-2. 04 (1 
H, m) , 2. 15-2. 24 (1H, m) , 2. 68 (2H, t, J = 7. 2 
Hz), 3. 13 (2H, t, J = 7. 2Hz), 3. 3 5-3. 3 9 (1H, 
m) , 3. 4 8 (3/5H, s) , 3. 5 8 (12/5H, s) , 3. 7 3-3. 
5 7 9 (1H, m) , 4. 19-4. 28 (1H, m) , 6. 70 (1H, d, J 
= 8. 4Hz) , 7. 34-7. 3 7 (3H, m) , 7. 53 (2H, d, J = 
8. 0Hz) , 7. 80 (1H, d, J = 5. 6Hz) . 

mmms 1 

N — n 2- (1-\ZW)V-)V) - 1H-^>^S^/-JH 6 

10 -3- [4- (hU7J^P^f;V) 7x-JM 7UTs>7Al 

■ 1H-NMR (4 0 0 MHz, CDC 1 3, 6 ppm) : 2. 44 (2H, d t, 
J1 = J2 = 7. 6Hz), 2. 68 (2H, t, J = 7. 2Hz), 3. 13 
(2H, t, 3 = 7. 2Hz) , 3. 48 (3/2H, s) , 3. 51 (3/2 
H, s) , 4. 24 (4H, t, J = 7. 6Hz) , 6. 69 ( 1 H, dd, J 
15 =8. 0, 1. 6Hz) , 7. 18 (1H, brs) , 7. 34 (3H, d, J 
= 8. OHz) , 7. 53 (2H, d, J=8. OHz) , 7. 78 (1H, d, 
J = 1. 6Hz) . 

. mmm8 2 

N- (2- [l-7-fe^-3-HPU^^;V j£±M 7$y] -l-*?-)V 
20 -lH~*>X'($W-)V-6-' fjkl -3- [4- (hU7MD^;V) 

1H-NMR (3 0 OMHz, CDC 1 3, 6 ppm) : 1. 9 3-2. 3 9 ( 
5H, m) , 2. 71 (2H, t, J = 8. 4Hz) , 2. 80-2. 91 (3 
H, m) , 3. 15 (2H, t, J = 8. 4Hz), 3. 2 7 -4. 3 2 (8H, 
25 m), 6. 72-6. 87 ( 1 H, m) , 7. 25-7. 38 ( 1 H, m) , 7. 
37 (2H, d, J = 8. 4Hz) , 7. 4 0-7. 5 2 (1H, m) , 7 . 5 
7 (2H, d, J = 8. 4Hz) , 7. 94 (1H, br. s) . 

mmms 3 

N- { 2 — [1— f y77V)V-3-vui)z?~)V L*±2k) 
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=F)]/- 1 H — ^yX-i S.^J—fr— 6 — f JH - 3- [4- (h'J7Jl/tP^ 

1H-NMR (3 0 0MHz, CDC 1 3, <5ppm) : 1. 00-1. 16 ( 
6H, m) , 1. 9 0-2. 3 9 (2H, m) , 2. 4 6-2. 7 6 (3H, m 
5 ) , 2. 7 9-2. 9 2 (3H, m) , 3. 0 8-3. 2 0 (2H. m) , 3. 
33-4. 18 (8H, m) , 6. 74-6. 84 (1H, m) , 7. 33 (1 
H, s) , 7. 37 (2H, d, J = 8. 4Hz), 7. 41-7. 53 (1H, 
m) , 7. 56 (2H, d, J = 8. 4Hz) , 7. 94 (1H, br. s) . 

10 N- (2- {3- LtfyzM-Jl [£±M 75/] -i-tfnu^;w 

- iH-^>x-r$^/-;i/-6- Hjkl -2- [4- (MLZik 

£g^2k) 7izb7SP 

1H-NMR (3 0 0MHz, DMSO-d6, <5 p pm) : 2. 08 (2H, 
m) , 2. 80 (3H, s) , 2. 95 (3H, s) , 3. 51-3. 71 (4 
15 H, m) , 3. 6 1 (3H, s) , 4. 4 8 (1H, m) , 4. 8 1 (2H, s 
) , 7. 17 (4H, m) , 7. 7 0 (3H, m) , 10. 06 ( 1 H, s) . 

mmms 5 

n- (2- f 3- [7££2k (*±2k) 7S/] -i-epus^W -1-* 

20 jk> ZxZ±vj 7izh7SK 

1H-NMR (3 0 0MHz, DMSO-d6, appm) : 2. 0 5 (5H, 
m) , 2. 7 9(1. 2H, s) , 2. 93(1. 8H, s) , 3. 5 6 (4H, 
m) , 3. 6 1 (3H, s) , 4. 62 (0. 4H, m) , 4. 8 1 (2H, s 
) , 5. 12 (0. 6H, m) , 7. 16 (4H, m) , 7. 7 0 (3H, m) , 

25 1 0 . 0 6 ( 1 H, s ) . 
MM 8 6 

N- {2- T3- (bh'n^^^) -l-tfPv-;!/] -1-^JV-1H 
-^>XV5ffV~;i/-6-"OW -3- T4- (HJ^Jkfra*^) 7x- 
7°DA°>7S F 
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1H-NMR (3 0 0 MHz, CHC 13, <5ppm) : 1. 70-1. 88 ( 
1H, m), 2. 03-2. 14 (1H, m) , 2. 43-2. 61 (lH.m 
), 2. 70 (2H, t, J = 7. 5Hz), 3. 12 (2H, t, J = 7. 5- 
Hz), 3. 49 (3H, s), 3. 45-3. 78 (6H, m), 6. 72- 
5 6. 82 (1H, m), 7. 23-7. 65 (6H, m), 7. 68 (1H, b 
r. s) . 

5- (4-7MD7x^V) -N- {2- MV7u\i)\, {££M 7^/] 

-i-^)V- ih-^>xv$^/-ji/-6- ow -2-hu$^>^;^ 
10 p 

1H-NMR (3 0 0MHz, DMSO-d6, dppm) : 1. 18 (6H, 
d, J = 6. 6Hz) , 2. 76 (3H, s) , 3. 57 (3H, s) , 3. 8 
2 (1H, m), 7. 33 (1H, d, J = 8. 5Hz), 7. 41-7. 49 
(2H, m) , 7. 45 (1H, d, J = 8. 5Hz) , 8. 00 (3H, m) , 
15 9.3 4 (2H, s) , 10. 6 9 (1H, s) . 

^T©n»j8 8~8 9«, mmms- (s) rm^tc4- u-?)v*u7 
mmms 8 

20 i- u-7)Vitu7x.~)V) -N-{2-[-rvyatf;K^^;p)7sy3-iH-^> 
7r-r$^/-;i/-6--r;H-4-H^^^>^;i/^ij-5 H 

1H-NMR (3 0 0MHz, CDC 1 3, 5 ppm) : 1. 17 (6H, d, 
J = 6. 6Hz) , 2. 88 (3H, s) , 3. 12 (4H, br. t, J=4. 
8Hz) , 3. 67 (4H, br. t, J=4. 8Hz) , 4. 41 ( 1 H, s 
25 eptet, J = 6. 6Hz), 6. 80-7. 02 ( 5 H, m) , 7. 04- 
7. 14 (1H, m) , 7. 21-7. 44 (1H, m) . 
H«J 8 9 

n-{ 2 -Of y7*D gjH2L£ik) ZAZlzi h-^ >X4 s ££zJkz $z±Mzlz 
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1H-NMR (300 MHz, CD C 1 3 , <5 P pm) : 1. 14 (6H, d, 
J = 6. 6Hz) , 2. 83 (3H, s), 3. 21 (4H, br. t, J = 4. 
8Hz), 3. 68 (4H, br. t, J = 4. 8Hz), 4. .3 8 (1H, s 
eptet, J = 6. 6Hz) , 6. 77-7. 01 (5H, m) , 7. 03- 
5 7. 12 (1H. m) , 7. 20-7. 43 ( 1 H, m) . 

10 nW&MMl (MCHft^Eitt») 

'khMCH-lR§3-Ht5cDNAS5lJ [7x^7 • U?~X (FEBS 
Letters), 3 9 8*, 2 5 3H (1 9 9 6*P) , • Xb • 

k't7^^'7^^ (Biochimica et Biophisica 
Acta) , HOlt, 21 6H (1 9 9 sm ] F^^-p 

15 EF/mi c/cyto (OklD^i>ftl) fc?D-x>^Lfco #6>n 
^i^^-§U#7i^ h7$> • 7*7^ (7^7-r77ny-tl 
) ^^TiMCHO-Kl (T^U77>-^-f7 p -*;i/^Y-- 3^'> 
a» l:h7>77i7M> MCH- 1 R5fc£»ll&£*#fc. 
£CDMCH- 1 R^S$it7cM»e>^brcm^p D p^^b^W5 0 

20 pMCD [ 12S I] MCH (NENti) tt%\Z, 77^11$ (1 OmM Jg 
ft^^^A, 2mM X^I/>^75>G3@^ 0. 0 1%A->h^'»R 
#0. 2% ^7~>jf[L«7;i/> r S>^t?5 OmM Trisi«, pH7. 4 
) 4 , T2 5'C, 1^K< >^3-^—>3 ^77x7^M-GF/C ( 

>7yK>a» fcTitiibfco ^7^7^M-^10mM &flr?^i"7 

25 a, 2mM ^vyz?7^>mwma$o. 04% Tween-20^0 

5 OmM TrisIIE pH7. #7*74 )V9—±<Dim 

m&*$.®tc 0 ##S»HlMM tbMCH#£TT$l£U #MW t 12 
5 I] MCHtt*fc»T***fcfctt©5 0%P£$2§g (IC 60 fi) 
^(DlSl^lCit. 
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92 

m i . MCH*g£fc*rr5 5 o %m.mmm 




I C 50 (nM) 


mmm i 


5. 8 


mmm 1 7 


6. 2 


H»J 2 4 


3. 3 


mi&m 34 


8. 8 



±B0fcfcD*»B©'fc'&4fett* MCH— 1 RlC^rr^MCH©!!**!!*^ 
ail, MCH-lR}Si^JibTftsjflT5. 



5 gattHMn 2 (MCHfc«tt) miss n&gtefrttfca-r %&mm) 

>r9*y . ^*/?*?yfflff (7 4££tfl lmg/kg|ftJB!rt¥lHia4) , 
ItttS D 9 y M 9 - 1 2 5S^) ©!& 3 JK^^JKje&@3£Wk:«tt^-f 
1/ (2 6^-$?) ftifX, HWMSV'S^TrlHJfcbfc. F#=a-V'©5fcSi© 
fifiUbregmaJ:0^2. 2mm, lE^ljLk, Si^I<k^S8mmi 
10 Lfco 2illHlOigtt»im**V»fc«, 5»; hfcSJ!tIfr*&*94I^M^T«S*$ 
tffc. ^©^, T-f ^n5/'J>5?K:»«Ufcrt«- (3 3^-5?) 
WeJfAU ^7-^W> (MCH, 5wg/lML/head, AX 

mg/kg) MCHJS401^i[(CO. 5%^^;i/-ir;Vn-7.7jcM^!l 

15 m^xman^vtco §1*1**5 mchm2Hf h i© 

Hilt KJBtt*Tfi***fc9y hC*3fiMOflS'&«ft3liPS^b» *©1 
NfKfttMCH&IBSrtS^bfc^ 2BSH©5y b©8flffS£*bfcB*T!*S. 
1)H»J2 4<Dft^£i£-£b&^£\ 2)»2 4©ft«10m 
20 g/kgS4Ufei^ 3)HH^J2 4©fc£-#l£3 Omg/kg^bm, 
©<&*fcOWr* 2BSM*fcD©7y h©8A* (g) 

KibVlzAXmimm (aCSF). ©*fi#Lfc«££:*titB <U77l'>*) t 
25 bfco 
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wmmrn. mnmm. ^t^iHfe nm&&m* 7)vn-)v& 
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m * <o m 



i. 



[ 1 3 
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